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(54) Title: 6\5TUSED BICYCLIC IIEITSROCYCLES 




(57) Abstract: The present invention provides compounds of Formula (I) wherein Q>„ Qj, 
Q.;, Q.j, Y-i, Yj, and Z are as defined in the description, arid phatrnaceutically acceptable salts 
thereof, and Cj-Cg alkyl esters thereof, which are useful for the treatment of diseases respon - 
sive to the inhibition of fee enzyme 154spoxygena.se. Thus, the compounds of Formula (I) 
and their pharmaceuticalyl acceptable salts are useful for (seating diseases with an ircfiam- 
mawsry conuxment, including atherosclerosis, diseases involving cheniotaxis of monocytes, 
inflammation, strofce, coronary artery cHsejj.se, asthma, arthritis, colorectal cancer, and psori- 
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6,5-FUSED BICYCLIC HETEROCYCLES 

FIELD OF THE INVENTION 

The invention provides 6,5-fused bleyclic compounds, pharmaceutical 
compositions thereof, and methods of making and using such compounds and 
compositions to inhibit the 15 -lipoxygenase enzyme, and thus treat diseases with 
an inflammatory component. 

BACKGROUND OF THE INVENTION 

Hypercholesterolemia can induce monocytes to migrate into the arterial 
wall and mature into foam cells or tissue macrophages that accumulate fatty 
material, including cholesterol esters. For example, continued creation of foam 
cells thickens the inner lining of medium and large arteries, thereby forming 
atherosclerotic plaques or lesions containing cholesterol, smooth muscle ceils, and 
connective tissue cells. Affected arteries lose elasticity and become narrowed or 
obstructed by the plaques. These events are the hallmark of the disease 
atherosclerosis. Furthermore, atherosclerotic plaques may collect calcium, become 
brittle, and even rupture, triggering the formation of a blood clot or thrombus 
capabl e of occluding an artery and causing a stroke or a heart attack. In addition to 
atherosclerosis, hypercholesterolemia plays a role in peripheral vascular- diseases 
of small arteries, veins, and lymphatics. Thus, hypercholesterolemia may also 
affect tire arms, legs, kidneys, and other vital organs in addition to the heart and 
brain. 

Cholesterol is transported m blood in particles called lipoproteins, such as 
low-density lipoproteins. Low-density lipoproteins also contain polyunsaturated 
fatty acids and are necessary for foam cell formation. 

Lipoxygenases are enzymes that catalyze the oxidation of polyunsaturated 
fatty acids and esters thereof, including those found in low-density lipoproteins. 
For example, the enzyme 15-lipoxygenase (15-LO) oxidizes esterifled polyenoic 
fatty acids. 15-LO has been implicated in inflammatory disorders and in the origin 
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and recruitment of foam cells. In addition to modifying lipoproteins involved in 
the formation of foam cells, 15-LO also mediates an inflammatory reaction m the 
atherosclerotic lesion. In human monocytes, 15-LO is induced by the cytokine 
IL-4. 

5 Inhibitors of 1 5-LO are therefore useful to prevent and treat diseases with 

an inflammatory component such as asthma, psoriasis, osteoarthritis, rheumatoid 
arthritis, colorectal cancer, and atherosclerosis. For example, it has been shown 
that treatment with an inliibitor of 15-LO suppressed atherogenesis, or the 
production of atheroma, a fatty degeneration of the arterial wall, in rabbits fed a 
10 high-fat diet. 

An object of tills invention Is to provide new 6,5~fused heterocycles mat 
are potent inhibitors of 15-LO, and are thus useful for the treatment of diseases 
and disorders containing an inflammatory component. 

SUMMARY OF THE INVENTION 
1 5 The invention provides a compound of Formula 1 : 




I 



wherein: 

Qj, Q2, Q3 , and Q4 are independently selected from CX and N, wherein 1 or 2 of 
QL Q2> Q3> anc * Q4 areN; or each of Qj, Q2, Q3> and Q4 is CILj and 
20 there is a C~C double bond between the- carbon atoms bearing Q§ and Y\ 

and Q4 mid Z, respectively, wherein 
X is independently selected from H, halo, hydroxy, CF3, Rj, ORj, CX^Ri, NO2, 
NH2, and SRj „ wherein Rj is H or C1-C4 alkyl; 

) is absent or a double-bond optionally between Yj and. Y2 when Yj and Y2 are 

25 independently CH or N or between Y2 and 2 when Y2 is CH or N and Z is 

CH; 
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one of Yj and Y 2 is CH, N, NH, S, or O; and the other one of Yj and Y2 is 
C~W-Ar, wherein W is absent (in other words, a covalent bond), O, S, 
NR 2 , SO, S0 2 , CO, CHOH, CH 2 , NR 2 CH 2 , CH 2 NR 2; NR 2 (CO), or 
(CO)NR 2? wherein R 2 is H or CJ-C4 alkyl, 

At is a phenyl substituted at the 3- and 4-positions relative to W, with R3 and 
R4, respectively, wherein 

R 3 is selected from H, NHR a , halo, C-1-C4 haloa&yl, COOH, 

-COO(Ci-C5 alkyl), (pheny^Ci-Cg alkoxy, hydroxy, Ct-Cg alkoxy, 
-NH(CO)(C j ~Cg alkyl), nitro, and Cj-Cg aniinoalkyl, wherein R a is H, 
CJ-C4 alkyl, CyC% cycloalkyi, phenyl, C 2 -Cg heteroaryi, benzyl, 
CH 2 -(C 2 -C5 heterocyclic radical), or -M-T, wherein M is sulfonyl, 
S0 2 NRb, CONRb, CSNRjj, or CSR&, wherein R 0 is H, C1-C4 alkyl, or 
C 2 -Cg heterocyclic radical, and T is Cj~Cj§ alkyl, phenyl, or 
C3-C6 heterocyclic radical, and 

R4 is Cj-C 2 alkoxy, C j -C 2 tbioalkoxy, hydroxy, halo, or C1-C4 alkyl; 

Z is NR5, S, O, C, or CH, wherein R5 is II, [phenyl(C}~C4 aSkyl)oxycarbonyl, 

(C1-C4 alkyl)oxycarbo»yl, (C3-C8 cycloalkyl)oxycarbonyl, 

(C3-C3 cycloalkyl)-(Ci-C4 alkyl)oxycarbonyl, or 

(Cg-C^Q aryl)oxycarbonyi; 

wherein each hydrocarbyl or heterocyclic radical above is optionally substituted 
with between 1 and 3 substituents independently selected from halo, 
CJ-C4 alkyl, C3-C5 cycloalkyi, C1-C4 alkenyl, C1-C4 alkynyl, phenyl, 

hydroxy!, amino, (amino)sulfonyl, N-acetyi, O-acetyl, C J-C4 thioalkyl, 
C1-C4 alkoxy, COORg, wherein Rg is H or Cj-Cg alkyl, S03Na, SO3H, 
S02NH 2 , cyano, CH 2 NH 2 , acetyl, di(Cj~C4 alkyl)amino, and nitro, 
wherein each substituent alkyl, cycloalkyi, alkenyl, alkynyl, or phenyl is in 
ten optionally substituted with between 1 and 3 substituents 
independently selected from halo, C|-C 2 alkyl, hydroxy!, amino, and 

nitro; 
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and pharmaceutically acceptable salts thereof; and €j-Cg alkyl esters thereof. 

Preferred Is a compound of Formula I, and phamiaceutieaHy acceptable 
salts thereof, and C j~Cg alkyl esters thereof, wherein Q4 is N. 

More preferred are compounds of Formula II 




II 
R 5 

wherein X, R.3, R4, and R5 are as defined above, and pharmaceuticalSy acceptable 
salts thereof, and Cj-Cg alkyl esters thereof. 

Also preferred is a compound of Formula I, and pharmaceutically 
acceptable salts thereof, and Ci -Cg alkyl esters thereof, wherein Q3 is N. 
More preferred are compounds of Formula III 

l 3 

R 4 m 




wherein X, R3, R4, and R5 are as defined above, and pharmaceutically acceptable 

salts thereof, and C j-Cg alkyl esters thereof. 

Also preferred is a compound of Formula L and pharmaceutically 
acceptable salts thereof, and Cj-Cg alkyl esters thereof, wherein Q2 is N. 

More preferred are compounds of Formula IV 




IV 

wherein X, R3, R4, and R5 are as defined above, and pharmaceutically acceptable 
salts thereof, and Cj-Cg alkyl esters thereof. 
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Also preferred is a compound of Formula I, and pharmaeeuticaliy 
acceptable salts thereof, and C j-Cg alkyl esters thereof, wherein Qj is N. 

More preferred are compounds of Formula V 

l 3 




R 




4 



wherein X, R3, R4, and R5 are as defined above, and phamiaceutically acceptable 

salts thereof, and Cj-Cg alkyl esters thereof 

Also preferred is a compound of Formula I, and pharmaeeuticaliy 
acceptable salts thereof, and Cj -Cg alkyl esters thereof, wherein Q] and Q4 are N, 

More preferred are compounds of Formula VI 



VI 



wherein X, R3, R4, and R5 are as defined above, and pharmaeeuticaliy acceptable 

salts thereof, and C|-Cg alkyl esters thereof. 

Also preferred is a compound of Formula 1, and pharmaeeuticaliy 
acceptable salts thereof, and Cj-Cg alkyl esters thereof, wherein Q2 and Q4 are N. 

More preferred are compounds of Formula VII 



VII 



wherein X, R3, R4, and R5 are as defined above, and pharmaeeuticaliy acceptable 
salts thereof, and C]-Cg alkyl esters thereof. 
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AIso preferred are compounds of Formula 1, and phamyaceutically 
acceptable salts thereof, and Cj~Cg alkyl esters thereof wherein each of Qj, Q2, 
Q3 S and Q4 is CH2. 

More preferred are compounds of Formula V13I 

l 3 

V 

VIII 




wherein R3, R4, and R5 are as defined above, and pharmaceuticaljy acceptable 
salts thereof, and Cj -Cg alkyl esters thereof. 

Also preferred is a compound of Formula I, and pharraaceutically 
acceptable salts thereof, and C\-Cg alkyl esters thereof, wherein Q3 and Q4 are N. 

Also preferred is a compound of Formula I, and pharmaceuticaHy 
acceptable salts thereof, and C\ -Cg alkyl esters thereof, wherein Q\ and Q2 are N. 

Also preferred is a compound of Formula I, and pharmaceutically 
acceptable salts thereof and Ct-Cg alkyl esters thereof, wherein Q2 and Q3 are N. 

Also preferred is a compound of Formula I, and pharmaceutical!}' 
acceptable salts thereof, and Cj-Cg alkyl esters thereof, wherein Qj and Q3 areN. 

Also preferred are compounds of Formula IX 



,R, 



Q 2 
II 

Q 3 x 



Q 4 



-N 

> 

T 



-R. 



'4 



IX 



wherein Qj, Q2 ? Q3, Q4, Rs, R4, and R5 are as defined above, and 

pharmaceutically acceptable salts thereof, and C|-Cg alkyl esters thereof 

In another preferred embodiment, die invention provides a compound of 
Formula (A): 
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(A) 



aid pharmaceutical^ acceptable salts thereof, and Cj~Cg alkyl esters thereof, 
wherein: 

Qh Q2> Q3> Q4 33X5 independently selected from CX and N, wherein 1 or 2 of 
Qh 02' Q3' an< * Q4 ^ ^ or eac ^ °^ Qb Q2> Q3> ^ Q4 * s CH2 and there 
is a C-C double bond between the carbon atoms bearing Q\ and N, and Q4 

and N, respectively, wherein, 
X is independently selected from H, halo, hydroxy, CF3, Rj, ORj, CC^Rj, NO2, 

NH2, and SR\, wherein Rj is H or C1-C4 alkyl; 

R a is H, C1-C4 alkyl, C-3~Cg cycloalkyl, phenyl, C2-C5 heteroaryl, benzyl, 
CH2-(C2-Cg heterocyclic radical), C(0)NH2, or -M-T, wherein M is 
sulfonyl, SC^NRb, CONR^, CSNRfc, or CSR& wherein is H, 
CJ-C4 alkyl, or C2-Cg heterocyclic radical, and T is Cj-Cj g alkyl, 
phenyl, or C2-C5 heterocyclic radical; 

R4 is C3-C2 alkoxy, C1-C2 thioalkoxy, hydroxy, halo, or C1-C4 alkyl; 

R5 is H, (phenyl)(Ci-C4 alkyl)oxycarbonyl, (C1-C4 alkyI)oxycarbonyl, 
(C3~Cg cycloalkyl)oxycarbonyl, (C3-Cg cycloalkyl), 
(C1-C4 alkyl)oxycarbonyl, or (Cg-Cjo aryl)oxycarbonyl; 

wherein each hydrocarbyi or heterocyclic radical above is optionally substituted 
with between I and 3 substituents independently selected front halo, 
C1-C4 alkyl, C3-C5 cycloalkyl, C1-C4 alkenyl, C4-C4 alkynyl, phenyl, 

hydroxy!, amino, (amino)sulfonyl s N-aceiyl, O-acetyl, C1-C4 thioalkyl, 

C1-C4 alkoxy, COOR 6> wherein R 6 is H or Cj-Cg alkyl, SG 3 Na, SO3H, 

SO2NH2, cyano, CH2NH2, acetyl, di(Cj-C4 alkyl)amino, and nitro, 
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wherein each substituent alkyl, cycloalkyl, alkenyl, alkynyl, or phenyl is in 
turn optionally substituted with between 1 and 3 substituents 
independently selected from halo, Cj-C2 alkyl, hydroxy!, amino, and 
nitro. 

5 Also preferred is a compound of Formula 1. and pharmaceutical!}' 

acceptable salts thereof, and C|~Cg alkyl esters thereof, wherein R a or Rj> is a 

heterocyclic radical selected from 3-pyridyi, 3-picolmyl, 2~thienyl, 3~thienyl, 
dansyl, 8-quinoyl, and imidazolyl. 

Also preferred is a compound of Formula I, and pharmaceutically 
1 0 acceptable salts thereof and C| -Cg alkyl esters thereof wherein R a or Rfc is one 

of said phenyl, benzyl, alkyl, heterocyclic radical, or cycloalkyl groups substituted 
with at least one substituent selected from halo, hydroxy!, amino, (amino)sulfonyl, 
N-acetyl, O-acetyl, C1-C4 thioalkyL C1-C4 alkoxy, COOR^, S0 3 Na, SO3H, 

S02NH2j cyano, CH2NH2. acetyl, di(Cj-C4 alkyl)&nino, trifluoromethyl, and 

1 5 nitro, and wherein W is a covalent bond. 

Also preferred is a compound of Formula I, and pharmaceutically 
acceptable salts thereof, and C|~Cg alkyl esters thereof, wherein said substituent 

is CO2R6, N-acetyl, di(C J-C4 alkyl)ammo. hydroxy, halo, or trifiuoroniethyl. 

Preferred is a compound of Formula I, and pharmaceutically acceptable 
20 salts thereof, and C\ -Cg alkyl esters thereof, wherein R a is a phenyl or benzyl 

having a substituent in the 3- or 4-posiiion, substituents in the 3- and 5~position$ 5 
or substituents in the 3- and 4-positions. 

Also preferred is a compound of Formula I, and pharmaceutically 
acceptable salts thereof, and Cj-Cg alkyl esters thereof, wherein R a is 

25 Ci~C4 alkylsulfonyl or C]0~Ci4 alkylsulfonyl. 

Preferred is a compound of Formula I, and pharmaceutically acceptable 
salts thereof, and Cj-Cg alkyl esters thereof, wherein R4 is methoxy, hydroxy, or 

thiomethoxy, 

Preferred is a compound of Formula I, and pharmaceutically acceptable 
30 salts thereof, and C j -Cg alky! esters thereof, wherein R4 is methoxy. 



WO 01/96336 



pcr/usoi/ism 



-9- 

Freferred is a compound of Fommla I, and phamiaceutically acceptable 
salts thereof, and C j-Cg alkyl esters thereof, wherein R5 is H. 

Still more preferred is a compound selected from the group consisting of: 
1 -(3 ,5-DicMoro-phenyl)-3-[5~(3H«^^ 
phenyij-thiourea; 

[5~(3H~Jmidazo[4,5-b]py^ 
5-(3H-ftnidazo[4 ? 5-c]pyridm^^ 

S-(3H~hnidazo[4 3 54>]pyiidm~^^ (Chemical 
Example 1); 

1- (3 s 5~DicMoro-phenyl)-3-[5-(3H~imidazo[4,5-c]pyridm-2-yl)-2-methosy- 
phenyij-thiourea; 

[5-(3H-Jtoidazo[4 s 5~c]pyridin-2-yl)-2~metlioxy-phenyl]-tirea; 

Thiophene-2-sulfonic acid [5-(3H-imidazo[4,5~b]pyridin~2~yl)~2-methoxy- 
phenylj-amide (Chemical Example 2); 

Thiophene-2-suifonic acid [5-(3H-imidazo[4,5-c]pyridin-2-yl)-2-metiboxy- 
phenyi]-amide; 

2- Methoxy-5-(9II-purin-8-yl)-phenylannne; 
!-(3 } 5-DichIoro-phenyI)-3-[2-methoxy-5<9H-purin-8-yl)-phenyl]- 

thiourea; 

[2-Methoxy-5-(9H-purin-8-yl)-phenyl] -urea; 

TMophene~2~suIforuc acid [2-methoxy-5-(9H-purin-8-yl)-phenyl]-amide; 

5-(7H-Jmidazo[4 ? 5^]p>Tidazm-6-yi)-2-methoxy-phenylamine; 

l-(3,5~Diehloro~phenyl)~3-[5~(7H-imidazo[4 J 5-c]pyridazm-6-yl)- 
2-methoxy~phenyl]-thiourea; 

[5-(7H-Imidazo[4 s 5-c3pyridazin-6-yl)-2-metlioxy-phenylj-i3i"ea; 

Thiophene-2-suifemc acid [5~(7H~imidazo[4 s 5-c]pyridazin-6~yl)- 
2-methoxy-phenyi]-amide; 

5-(lH-Inudazo[4,5-d]p>Tida2att-2-yl)-2-methoxy-phenyiainme; 

l^SjS-Dichlom-phenyl^^S-ClH-imidazo^S-dJpyrida^^-yl)- 
2-metliox>' : ~phenyl3~tiuotsrea; 

[5-(lH4midazo[4 ! 5-d]pyridazm^ 



WO 01/96336 



pcr/usoi/ism 



-10- 

Thiophene-2-sxilfonic acid [5<IH-ittiidazo[4 5 5-d]pyrida2:m-2-yi)- 
2-methoxy-phenyl]-amide; 

5-(l H-Jmidazo^S-hjpyrazi^^^ 
1 -{3 s 5-DicMoro-phenyl)~3-^ 

2- methoxy-pIienyl]-tMoi5rea; 

[5-(lH4midazo[4 5 5-b]pyrazin-2-yl)-2-metIioxy«pheiiyi]-urea; and 
Thiophene-2-snlfonic acid [5-(lH-imida2o[4 J 5-b3PF az j n ~2-yl)- 
2~methoxy-phenyl]~amide. 

Also still more preferred is a compound selected from the group consisting 

of: 

Thiophene-2-sulfonic acid (2-methoxy-5-(lH-pyrrolo[23-b3pyrid«v2-yl)- 
phenylj-amide; 

[2-Methoxy-5-( 1 H-pyrrolo[2 s 3-b]pyridm-2~yl)-phenyi] -pyridin- 

3- ylmethyl-annne; 

[2~Methoxy-5-( 1 H-pyrrolo[2,3-b3pyridin-2-y l)-phenyl]-(3 -triflnoromethyl- 
pheny!)-arrune; 

3- { [2-Methoxy-5-< 1 H-pyn-olo[23-b^^ 

phenol; 

l~(3,5~Dichloro-phenyl)-3~[2-metho^ 
phenylj-thiourea; 

I-(3 } 5-Dichloro~phenyl)~3-[2~inethoxy~^^^ 
phenylj-thiourea; 

Tliiophene-2-sulfonic acid [2-methoxy-5-(iH-pyrroIo[23<]pyridm-2~yI)- 
phenylj-amide; 

[2-Methoxy-5-(lH~pyixolo[2 ? 3~c]pyri^^ 
3-ylmetliyl~amine; 

[2~Methoxy-5-(jH-pyrTolop 5 3^^^ 
phenyl)-amine; 

3-{[2-Methoxy-5<lH-pyrroIo[23-cjpyridm-2-yl)-ph 

phenol; 

1 -(3 5 5-Dicbloro-phenyl}-3-[2-metboxy-5-(l H-pyrrolo[3,2-c]pyridin-2-yI)- 
phenyl] -thiourea; 
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Thl ophene~2~suIfonie acid [2-metb.oxy~5~(l H-pyrrolo|3 ,2-cJpyii din-2-yl)- 
phenylj-arnide; 

[2-MetIioxy-5~ClH-pyrrolo[3^-c]pyTidm-2-yl)-phenyl3-pyridk- 
3 -ylmethyl-aniine; 

5 [2-Methoxy-5-( 1 H~pyrrolo[3 j2-clpyridin-2-yI)-phenylJ-(3-trifliioronietliyI» 

phenyl)-aniin.e; 

3-{ [2-Methoxy-5-(l H-pmolo[3,2-c]pyddm-2-yl)-phenylamiao}-me&yI } - 

phenol; 

l-(3,5-Dichloro-pbenyl>3-[2-methoxy-5-(lH-pym>lo[3 s 2~b]pyridin-2-yl)- 
10 phenylj-tbiourea; 

Thiophene~2~sulfomc acid [2-niethoxy~5-(lH~pyrrolo|3 > 2-b]pyridin--2-yl)-- 
phenyll-amide; 

[2-Methoxy-5-( 1 H-pyrrolo[3^-b]pyridin-2-y3)-pbenyl3-pyr idin- 
3-ylmethyl-amine; 

1 5 [2-Methoxy~5~( 1 H~pyrrolo[3.2-b3pyridin-2-yl)-pkenyl]-(3-trifl^^^ 

phenyl)-amrae; and 

3-{[2-Methoxy-5~(lH-pyiTolo[3^-b]pyridin~2-yI)-phenylaiBino3-^ 

phenol. 

Also still more preferred is a compound selected from the group consisting 

20 of: 

l-(3 J 5-DieMoro~pnenyl)-3-[2~me&^^ 
phenylj-thiourea; 

Thiophene-2~sulfonic acid [2-methoxy-5-(5H-pyrrolo[2 ? 3-b]pyrazin-6-yl)- 
phenylj-amide; 

25 [2-Methoxy-5-(5H-pyrrolo[23-b3pyTa2in-6-yl)-pbenyl]-pyridin- 
3-ylmethyl~amine; 

[2-Methoxy-5-(5Hi>yrrcfe^^ 
(3-trMuorometliyl-pbenyl)-aniine; 

34[2-Methoxy-5-(5H-pyrxolo[2^ 

30 phenol; 

1 -(3,5-DicMoro-phenyl)-342-meth^ 
6-yl)-phenyl] -thiourea; 
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Thiophene-2-s«lforuc acid .p-me&o^-5^7H-pytrolo{2 } 3-c3pyridazin- 
6-y l)-phenyl] -amide; 

[2-Methoxy-5-(7H-pyn-olo[23-c]pyridazin-6-yI)~phenyl3-pyridin- 
3~ylmethyl-amine; 

5 [2-Methoxy-5-(7H.-pyiTol0[23^^ 
(3-trifluoromethyl-phenyl)-arame: 

3~{i2-Memoxy-5~(7Hijy^ 
methyl} -phenol; 

1 -(34~DicMoro-phenyl)-3-f 2-^^ 
10 6-yl)-phenyl]-thiourea; 

Thiophene-2-sdfonic acid [2-methoxy-5-(5H-p>Ti'olo[3,2-c]pyrMazui- 
6-yl)-phenyl]~amide; 

[2-Methoxy-5-(5H-pyrrolo[3 5 2-c]pyrida2in-6-yl)-phenyrj-pyTidin- 
3-ylmethyl»amine; 

1 5 [2-Methoxy-5<5H-p3 i xrolo[3 s 2-c]pyridaziii-6-yl)-phenylj- 
(3-trifluoromethyl-phenyl)-amine; 

3-{[2-Methoxy-5-(5H-pyrrolo[3,2-c3p>Tida2in-6-y3)-pheny}amitto3- 
methyl} -phenol; 

^(SjS-DicMoro-phenyl^-p-methoxy-S^lH-p^Trolop^-djpyridazin" 
20 2-yI}-phenyl]4hiotirea; 

Thiophene-2-sulfomc acid [2-methoxy-5-( lH-pyrrolo[2,3~dJpyridaziB- 

2- yl)-phenyl]-amide; 

[2-Methoxy-5-(lI:l-pyrroio[2 5 3-dJpyrida7jtt-2-yl)-phenyl]-pyri 

3- ylmethyl-amine; 

25 [2-Mel3hoxy-5-(JH-pyTrolo[23^]pyrida^n-2-yl)-phenyl]- 
(3-trifluoromctliyl-phenyl)-amine; 

3-{ [2-Methoxy~5~(l H-pyrrolo[2,3-d3pyiida2in»2-yl)-pheiiylmnino3- 
methyl}-phenol; 

H3 5 5~DicMoro-phenyl.)-3-[2~m^ 
30 6«yl)~phenyl] thiourea; 

Thiophene~2-siilfonie acid [2-methoxy-5-(7H-pyrrolo[2 5 3-d3p3^iniidiii- 
6-yl)-phenyl] -amide; 
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[2~Memoxy-5-(7H-pyiirolo[23^]pyfi^^ 
3-ylmethyl-amme; 

[2«Methoxy-5-(7H~pyrroIo[23~d^^^ 
(3-tiifluorometh}4-phenyl)-amiiie; 

5 3™ { [2-Metfooxy-5-{7H-pwolo[23^3pyrim^ 

methyl} -phenol; 

l~(3,5-DicMoro~phenyl)-342-methoxy-5-(5H-pyrrolo[3 ) 2-d3p>TimMui- 
6-yl)-phenyl]~thiourea; 

Thiophene-2-sulfonic acid [2~methoxy-5-(5H~pyrrolo [3 ^2-d]pyrimMin~ 
10 6-yl)-phenylj-aimde; 

[2-Methoxy-5~(5H-pyrrolop,2-d}pTO 
3-yhnethyI-amiae; 

[2-Methoxy-5-(5H-pyjrrolo[3,2-d]pyrimidin-6-yl)-phenyl.3- 
(3~trifiuoromefliyl-phenyl)-amine; and 
15 3-{ [2-Methoxy-5-(5H-pym>lo[3^-d]pyrimidin-6-yl)~phenyiammo]- 

methyi}-phe»ol, 

Also still more preferred is a compound of Formula 1 selected from the 
group consisting of: 

1 -(SjS-DicMoro-phenyl)^ -p-methoxy-5-(4,5,6,7-teirahydro- 1 H-mdol- 
20 2-yl)-phenyl]-thiourea; 

Thiophene-2-sulfonic acid [2-methoxy-5-(4,5,6,7-tetrahydro-lH-indol- 
2~yl)-phenyl]-amids; 

[2-Methoxy-5-(4,5 ? 6J4etTahydro-lH4ndol-2-yl)~phenyl]~pyridin~ 
3-ylmethyl-amine; 

25 [2-Methoxy~5-(4 5 5,6,7-tetrahydro-lH-mdol-2-yl)-phenyl]- 
(3-ttifluoromethyl~phenyl)-arnine; and 

3-{[2-Methoxy-5-{4 J 5 s 6 J 74etraliydm-lH-mdoi-2-yl)-phenylamiiio]~ 
methyl}-phenol. 

The invention also provides pharmaceutical compositions comprising 
30 compounds of Formula 1, together with a pharmaceuticaily acceptable carrier, 

diluent, or excipient Preferred compositions comprise a compound of Formulas II 
through IX or (A) with a pharmaceuticaily acceptable carrier, diluent, or excipient. 
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The invention also provides methods for treating mammals with diseases 
relating to the 35-LO cascade. These methods are for treating, preventing, or 
ameliorating the related condition or disease, These methods include the 
following. 

5 A method for inhibiting 1 5-LO, said method comprising administering to a 

patient, in need of 15-lipoxygenase inhibition a pharmaceuticaUy-effective amount 
of a compound of Formula I, or a pharmacentically acceptable salt thereof, or 
Cj-Cg alkyl esters thereof. 

A method for treating or preventing atherosclerosis, said method 
1 0 comprising administering to a patient at risk or in need of such treatment a 
tliei-apeutically-effective amount of a compound of Formula I, or a 
pharmaceutically acceptable salt thereof, or Cj~Cg alkyl esters thereof, 

A method for inhibiting the chemo taxis of monocytes, said method 
comprising administering to a patient in need of inhibition of monocytic migration 
15 a tlterapeutically-effective amount of a compound of Formula I, or a 
pharmaceutically acceptable salt thereof, or Cj-C§ alkyl esters thereof. 

A method for treating or preventing inflammation, said method comprising 
administering to patient at risk or in need of such treatment a therapeutically- 
effective amount of a compound of Formula 1, or a pharmaceutically acceptable 
20 salt thereof, or Cj-Cg alkyl esters thereof. 

A method for treating or preventing stroke, said method comprising 
administering to a patient at risk or in need of such treatment a therapeutically- 
effective amount of a compound of Formula I, or a pharmaceutically acceptable 
salt thereof, or Cj-Cg alkyl esters thereof 

25 A method for treating or preventing coronary artery disease, said method 

comprising administering to a patient at risk or in need of such treatment a 
therapeutically-effective amount of a compound of Formula I, or a 
pharmaceutically acceptable salt thereof, or Cj-Cg alkyl esters thereof. 

A method for treating or preventing asthma, said method comprising 
30 administering to patient at risk or in need of such treatment a therapeutically- 
effective amount of a compound of Formula I, or a pharmaceutically acceptable 
salt thereof, or Cj-Cg alky! esters thereof. 
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A method for treating or preventing arthritis, said method comprising 
administering to patient at risk or in need of such treatment a therapeutically- 
effective amount of a compound of Formula I, or a pharmaceutical acceptable 
salt thereof, or Ci~Cg alky! esters thereof. 

A method for treating or preventing colorectal cancer, said method 
comprising administering to a patient at risk or in need of such treatment a 
therapeutically-effective amount of a compound of Formula I, or a 
pharmaceuticaliy acceptable salt thereof, or Cj-Cg alkyl esters thereof. 

A method for treating or preventing psoriasis, said method compri sing 
administering to a patient at risk or in need of such treatment a therapeittically- 
effective amount of a compound of Formula J, or a pharinaceutically acceptable 
salt thereof, or Cj-Cg alkyl esters thereof. 

Other aspects and features of the invention will be apparent from the 
disclosure., examples, and claims set forth below. 

DETAILED DESCRIPTION OF THE INVENTION 

The invention provides compounds of Formula I and methods of making 
and using them. Other features of the invention, and preferred embodiments 
thereof, will become apparent from the examples and claims below. 
A. Terms 

Certain terms used herein are defined below and by their usage throughout 
this disclosure. 

Alkyl groups include aliphatic (i.e., hydrocarbon radicals containing 
hydrogen and carbon atoms) with a free valence. Alkyl groups are understood to 
include straight chain and branched structures. Preferred alkyl groups have from 
1 to 6 carbon atoms. Examples of typical alkyl groups include methyl ethyl, 
propyl, isopropyh butyl, n-butyl, isobutyl t-butyl, pentyl, isopentyl 
2,3-dimethylpropyl, hexyl, 2,3-dimethyI hexyl 1,1-dhnethylpentyl, heptyf and 
octyi Cycloalkyl groups are C3~Cg cyclic structures, examples of which include 

cyciopropyl cyclobutyl, cyclopentyl, cyclohexyl, and cyclooctyl. 
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Alkyl and cycloalkyl groups can be substituted with 1 , 2, 3 or more 
substituents which are independently selected from halo (fiuoro, chioro, bronio, or 
iodo), hydroxy, amino, alkoxy, alkylamino, dialkylamino, cycloalkyl, aryl, 
aryloxy, arylalkyloxy, heterocyclic radical, (heterocyclic radicai)oxy 5 
5 (amko)sulfonyl ? N-acetyl, O-acetyL Cj-C4 thioalkyl, Cj-C-4 alkoxy, COORg, 

S03Na, SOsH, SO2NH2, cyano, CH2NH2> acetyl, trifmoromethyl, and nitro. 

Specific examples include COOH, thiomethyl, methoxy, ethoxy, dimethylamino, 
ethylmethylamino, diethylaroino, and ehloro. Other examples include 
fluoroniethyi, hydroxyethyl, 2,3-dihydroxyethyl, (2- or 3-furanyl)methyl, 
10 cyclopropylmethyl, methylcyelopropyl, benzyloxyetfayl, (3-pyridinyl)methyl, (2- 
or 3-furanyl)methyL (2-thienyl)ethyL hydroxypropyl, aminocyclohexyl, 

2- dimethyl-ammobutyl, methoxymethyl, 2-ethoxycyclopentyl, A r -pyridinylethyi } 
diethylaminoethyl, and cyclobutylmethyl. 

Alkenyl groups are analogous to alkyl groups, but have at least one 

15 double-bond (two adjacent sp2 carbon atoms). Depending on the placement of a 
double-bond and substituents, if any, the geometry of the double-bond may be 
entgegen {£), zusammen (Z), cis, or trans. Similarly, alkynyl groups have at least 
one triple-bond (two adjacent sp carbon atoms). Unsatur ated alkenyl or alkynyl 
groups may have one or more double- or triple-bonds, respectively, or a mixture 

20 thereof; like alkyl groups, they may be straight chain or branched, and they may 
be substituted as described above and throughout the disclosure. Examples of 
alkenyls, alkynyls, and substituted forms include cis-2-butenyl, u'am-2-butenyl, 

3- burynyl, 3-phenyl-2-propynyL 3-(2 / -fiuorophenyl)-2-prop> r nyl, 
3-memyl(5-phenyl)-4-pentynyl J 2-hydroxy-2-propynyl > 2-methyl-2-propynyl 5 

25 2-propenyl, 4~hydroxy-3-butynyl, 3-(3-fluorophenyi>2-propynyl, and 2~methyi- 
2-propenyl- 

The foregoing groups are referred to collectively as "hydrocarbyl* * groups. 
More general forms of substituted hydrocarbyls include hydroxyalkyl, 
hydroxyalkenyl, hydroxyalkynyi, hydroxycycloalkyl, hydroxyaryl, and 
30 corresponding forms for the prefixes amino-, halo- (e.g., fiuoro-, chioro-, or 
bromo-), nitro-, alkyl-, phenyl-, cycloalkyl- and so on, or combinations of 
substituents. According to Formula I, therefore, substituted alkyls include 
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hydroxyaikyl, aminoalkyl, aitroaikyl, haloalkyl, alkylalkyi (braached alkyls, such 
as methylpentyl), (cydoalkyl)aIkyi ? pheuylalkyl alkoxy, aSkylammoalkyl 
dialkylaminoalkyl, arylalkyl, aryloxyaikyl, arylalkyloxyalkyl, (heterocyclic 
radical)alkyl, and (heterocyclic radical)oxyaIkyl and so on. Where R a or R D are 

5 both phenyl, for example, R a thus includes 3-haio-4-hydroxyphenyl, 3-(fiuoro or 

chloro)-4-mtrophenyl, 3,4-dichlorophenyl, 3,5-diehlorophenyl, 
3,5-difiuorophenyl, 3~hydi'oxy~4~nitrophenyk4-hydroxy-3-nitrophenyl ; 

3- ch!orophenyl, 4~cMorophenyU 2-tluorophenyl, 3~ftuorophenyl, 4-fiuoropheayl, 
3,4-difluorophenyl, 2,3 -difluorophenyl, 2,4-difluorophenyl, 

10 3-trifiuoromemylphenyl, 4-trffiuoromemylphenyl, 3-arninophenyl, 

4- aminophenyl, 3 ,5-dimethylphenyl, 3 -methyl phenyl, 4-methylphenyL 

3- nitrophenyl, 4-mtrophenyl, 3~nitio~4-chlorophenyl, 3-cyanophenyl, 

4- eyanophenyl, S-inethyleneaminophenyl^-methyleneaininophenyl, 

3- hyoroxyphenyl, 4-hydroxyphenyl, 3,4-dihydroxyphenyl, 4-chloro 

15 3 -trifliioromethylphenyl, S-carbomethoxyphenyl, 4-carbomethox>phenyl, 
bis(3,54rifluoromethyl)phenyl, 4-t-butylphenyl, 4-n-butylphenyl, 

4- isopropylphenyl, 3-acetylphenyl, 4-sulfonic acid (e.g., sodium salt), 
3-carboxyphenyl, 4-carboxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 
3,4-dimedioxyphenyl, 4-acetamidophenyl, 3-amino-4-haIophenyl, 3-alkoxy- 

20 4-halophenyi, 3-halo-4-aIkyiaminophenyl, 4-(N,N~diraetljylamino)phenyl ; 

3-cycloalkylphenyl, 3(3 / ,5 / -dihalophenyl)-4-nitrophenyl, 4-aryloxyphenyl, 
arylalkyloxyphenyl, heterocyclic radical phenyl, (heterocyclic radicaFjoxy, 
4~sulfamoylphenyl (or 4-aminosulfonylphenyl), 3-(alkylcarbonyloxy)phenyt such 
as 3-acetylphenyl, and 3-(Cj-C4 thioalky.l)phenyl. 

25 Similarly, the invention features analogous examples of substituted R a on 

a heterocyclic radical. Heterocyclic radicals, which include but are not limited to 
heteroaryls, include cyclic and bicyclic ring moieties having between 1 and 
4 hete.roato.ms selected independently from 0, S, and N, and having from 2 to 

1 1 carbon atoms. The rings may be aromatic or nonaromatic, with sp2 or 

30 sp3 carbon atoms. Examples include: furyl, oxazolyl, isoxazoiyl, tbienyl, 
thiophenyl, thiazolyi pyrrolyl, imidazolyl, triazolyl such as 1,3,4-txiazoiyl, 
tetrazolyL thiazolyl, oxazolyl, xanmenyl, pyronyl, pyridyl, pyrimidyl, triazinyl. 
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pyrazinyl, pyridazinyl, indolyk andpyrazolyl. Further examples of heterocyclic 
radicals include piperidyl, quinolyl, isorMazolyi, piperidinyL moipholinyL 
piperazinyl, tetrahydrofuryl, tetrahydropyrrole!, pyrrolidirryl, octahydroiridolyl, 
octaliydrobenzothiofuranyl, and oetahydrobenzoforanyl. Particularly preferred 
5 heterocyclic radicals include 2-pyridyi, 3-pyridyl, 4-pyridyl, 3-picolinyl, 2-thienyl, 
3-thienyl, 2-furyl, 3-furyI, dansyh S-qumoyl, 2-acetamido-44hiazole > and 
imidazolyL These may be substituted with one or more substituents such as halo, 
C1-C4 alkoxy, COOR 6 , S0 3 Na, SO3H, SO2NH2, cyano, CH 2 NH 2 , acetyl 

trifluoromethyl. Examples of substituted heterocyclic radicals include 
10 chioropyranyl, methylthienyl, rluoropyridyl, aniino~l~ } 4-benzi50xazinyl 5 

nitroisoquinoimyl, and hydroxyindolyl Heterocyclic radicals can be bonded 

through a carbon atom or a heteroatom. 

The term "patient" means a mammal such as a human or a domestic 

animal such as a dog, cat, horse, bovine, porcine, and sheep. 
1 5 The term "effective amount" means that quantity of a compound of 

Formula I that inhibits the 1 5-LO enzyme m a patient to an extent that results in 

prevention or treatment of an inflammatory condition or otherwise benefits a 

patient by virtue of having endogenous 15-LO enzymes inhibited. 
The term "halo" includes fluo.ro. chloro, bromo, and iodo. 
20 The term "amino" means NIT?- 

The terms "alkoxy" and "fhioalkoxy" mean an alkyl group bonded through 
an oxygen atom or a sulfur atom, respectively, wherein alkyl is defined above 
unless limited in the number of carbons by a prefix to alkoxy or thioalkoxy such 
as, for example, Ci-C 2 or C1-C4. 

25 B, Compounds 

The invention compounds can be synthesized utilizing standard organic 
chemistry methodologies. Typical syntheses are shown in Schemes 1 through 13 
below, which are categorized according to "Type" for ease of understanding. 
Examples of compounds of the invention categorized by "Type" and 
30 reaction Scheme(s) used to prepare the compounds are shown below. 
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Type A (Schemes 3 and 4) 

Thiophene-2-suIfonic acid [2~rae1hoxy-5-(l H-pyrrolo[2,3 -b]p)Tidin~2-y])- 
phenylj-araide; 

[2-Methoxy-5^1Hi>ycro^ 
3-ytaiethyI-amine; 

[24viethoxy-5^iH-pynoIo[2^ 
phenyl)-amine; 

3~{ [2-Methoxy«5-(l H~pyrrolo[2,3-b3pyri din~2-yi)-pheaylamliio3-methyl } - 
phenol; and 

l-(3,5-Dichloro»phe«yl>3~[2-methoxy-5~(lIli5yxrolo[23-bjp}T^ 
phenylj-tbiourea. 
Type B (Scheme 5) 

1 -(3 ,5 -Diddoro-phenyI>3-[2-me^ 
phenyl-thiourea; 

Tliiophene-2-sulfonic acid [2-metiioxy-5-{lH-pyn-olo[2,3-c"jpyridln»2»yl)- 
phecylj-amide; 

[2-Methoxy-5-(lH-pyiTo3o[23-c3p>Tidin-2-yl)-phei\yl3-pyridin- 
3-ylmethyl~amme; 

[2-Methoxy-5-(lH-pyrtolo[23-e]pyridm^ 
phenyl)-amine; and 

3- { [2-Methoxy-5 -( 1 H-pyrrolo[2,3-c3pyridm-2-yl)~phenylamiiioj|-methyl}- 

phenol. 

Type C (Scheme 6) 

^(SjS-DicMoro-pheny^-S-p-methoxy-S-CHI-pjTOlofS^-cJpyridin^-yi)- 
phenyl] -thiourea; 

Thiophene-2-sulfonic acid p-methoxy-S^lII-pyrroloiS^-c'Jpyridin^-yl)- 
phenylj-amide; 

[2-Methoxy-5~(lH-pyrroIo[3 > 2-c]pyiidin-2-yl)-pheiiyl]-pyridi^^ 
3-yli»emyl-anune; 

[2-MethQxy-5-(lH^p>iTQlo[3 5 2^;]p^ 
phenyl)-amine; and 

3-{ [2~Mefeoxy-5-(1 H-pyixolo^ 

phenol. 
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TypeP (Scheme 7) 

1 -(3 ? 5-DicMoro~p]henyl)-3-[2-methoxy-5-( 1 H-pyrrolop ,2-b]pyridin-2-yl)- 
pbenylj-tkiourea; 

TMophene-2-suIfonic acid [2-metfaoxy-5-{ 1 H-pyrrolo [3 5 2~b]pyridin-2-yl)- 
5 phenylj-amide; 

[2-Methoxy«5»(lH-pyiTolo[3 3 2^ 
3-ylmethyl-araine; 

[2~Methoxy~5-(lH-p>Trolo[3^-b3pyridin-2-yl)-phenyl]<34ri^^ 
phenyi)-arame; and 
10 3-{[2~Metboxy-5~(lH-pyrrolo[3,2-bJpyridin-2-yl)~pheny!m^ 
phenol. 

Type E (Scheme 8) 

l-(3,5~DicMoro~phenyl)-3~^ 
phenylj-thiourea; 

1 5 Thiophene-2-solfonic acid [2-methoxy-5~(5H-pyrrolo[2,3-b3pyrazin~6-yl)- 

phenyl]~amide; 

[2-Methoxy-5-(5H-pyrrolo[2,3-b]pyrazin-6-yI)-phenyl]-pyridiri- 
3 -ylmethyi-amine; 

[2-Methoxy-5-(5H-pyrrolo[2 5 3~b]p>Tazin-6-yl)-phenyl]~ 
20 (3~trifluoromethyl-phenyl)~amine; and 

3~{f2-Methoxy-5-(SH~pyirolo^^ 

phenol. 

TygeJF (Schemes 1 and 2) 

1 -(3 ,5-Dic.hloro-phenyJ)-3-[2-metlioxy-5-(7H-pyrroio[2,3 -cjpyridazm- 
25 6~yl)~phenyl3-thiourea; 

Thiophene-2-sulfonic acid [2~methoxy-5-(7H~pyrrolo[2 s 3-c}p>aidazm- 
6-yl)-pheiiyl]-amide; 

[2%lethoxy-5-(7H-pyiTolo^^ 
3-ylmethyl-amrae; 

30 [2-Methoxy-5-(7H-pytroio[23^]pyridazjn-6-yi)-phenyij- 
(3-trifluoromethyl-phenyI)-ajiiine;and 

3-{[2-Meth0xy~5~(7H~pyrrolop^^ 
methyl} -phenol. 
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Tvpe G (Schemes 1 and 2) 

1 -{3 5 5-DicMQro-plieiiyl>3-p^^ 
6-yl)-pheny3] -thiourea; 

1Mophene-2~sulfonic acid [2~methoxy-5-(5H-pyiToIo[3 } 2-c]p5^da2ia- 
6-yl)-phcnyl]-amide; 

[2-Meihoxy-5-(SH-p}TroloP 5 ^^ 
3-yimethyl-amine; 

[2-Methoxy-5-(5H-p>Trolo[3,2-c]pyridazin-6-yl)-plienyl]- 
(34rifluoromethyi-phenyi}-amjiie; and 

3-{[2-Methoxy-5-(5H-p>Trolo[3 5 2-c3pyridazin-6-yl)-phenykmiQoJ- 
methyl} -phenol. 
TypeH (Schemes 1 and 2) 

I -(3 ,5-Dichloro-phenyl)-3-[2-methoxy-5-( lH-pyrrolo[2,3 -dlpyridazin- 
2-yl)-phenyl]-thiourea; 

Thiophene-2-sulfonic acid [2-ixtethoxy-5-(l H-pyrrolo[2 f 3-d]pyridasdn- 

2- yl)-phenyl]-amide; 

[2-Methoxy-5-( 1 H-pyi3x>lo[23-d]pyridazin-2~y!)~phenyl3~pyridm- 
3 -ylmethyi-ararae; 

[2-Methoxy-5-( I H-pyrr olo [23-d]pyridazm-2-yl)-phenyl]~ 
(3-trifluoromethyl-phenyl)-amine; and 

3-{ [2-Methoxy-5-( 1 H-pyrro]o[2,3-d3pyridazii>2~yl)-pheny]ainino j- 
methyl}-phenol. 
Typel (Scheme 9) 

I-(3p43ieWoro~phen>4)-3-[2-methoxy-5-^^ 
6-yi)-phenyl] -thiourea; 

Thiophene-2-sulfonic acid [2-metfaoxy-5-(7H-pyrroIo[2 f 3-d3pyrimidin- 
6-yl)-phenyIJ-araide; 

[2-Methoxy-5^7H-pyirolo[2 s 3-d^ 

3- ylmethyl-amine; 

[2-Methoxy-5-(7H-pym>lo[^KQpyrimidin-6-yl)-phenyl}- 
(3 ~tri;Ouoromethyi-phenyl)-amine; and 

3 - { [2~Me&oxy-5 -(7H~pyrr0lo[23-d]p^^ 
methyl} -phenol. 
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Tvpe J (Schemes 1 and 2) 

1 -(SjS-DieMoTO-phettyl)^-^ 
6-yl)-phenyl]4Mourea; 

Thiophene-2-sulfonic acid [2-mefhoxy-5-(5H-py£rolo[3^-d3pyrimic!m- 
5 6-yl)-phenyI] -amide; 

[2~Methoxy-5~(5H~pyrrolo[3^-d3pynmidin-6-yl)-plienyl]-pyri^ 
3-ylmethyl-amine; 

[2-Metbioxy-5-(5H-pyrrolo[3^-d]pyTimidib-6-yl)-phenyl]- 
(3-trifluoromethy]-phenyl)-amine;and 
10 3-{[2-Methoxy-5-{5H-pym>lo[3,2-d3py^ 
methyl}-phenol. 
TypeK (Schemes 10 and 11) 

l-(3,5-Dichioro-phenyl)-3-[2-mefcoxy-5-(4 ) 5 9 6,7-tetrdhydro-lH-mdol-- 
2-yl)-phenyl]4hiourea; 
15 Thiophetie-2-sulfomc acid [2-methoxy-5-(4 > 5,6 ? 7-tetrahydro-lH-indol- 

2- yl)»phenyl]-amide; 

[2-Methoxy-5-(4,5 > 6j4etrahydro-lH-mdoI~2-yl)~phenyl3-pyiidin>- 

3- yteiethyl-amine; 

[2-Methoxy-5-(4p»6J-tettahydro-iH-indol-2--yl)-phenyI]- 
20 (3-trifluoromethyl-phenyi)-amine; and 

3~{[2-Methoxy-5-(4,5 ,6 J-tetrahydro-1 H~indol~2-yl)-phenylamino]- 
rnethyl}-phenol. 

The invention provides the disclosed compounds and closely related, 
pharmaceutically acceptable forms of the disclosed compounds, such as salts, 
25 esters, amides, hydrates or solvated forms thereof; masked or protected forms; and 
racemic mixtures, or enantiomericaHy or optically pure forms (at least 90%, and 
preferably 95%, 98% or greater purity), 

Pharmaceutically acceptable salts, esters, and amides include carboxylate 
salts (e.g., C\ -Cg alkyl, cycloalkyl, aryL, heteroaryl, or heterocyclic), amino acid 

30 addition salts, esters, and amides which are within a reasonable benefit/risk ratio, 
pharmacologically effective, and suitable for contact with the tissues of patients 
without undue toxicity, irritation, or allergic response. Representative salts include 
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hydrobrornide, hydrochloride, sulfate, bisulfate, nitrate, acetate, oxalate, valerate, 
oleate, palmitaie, stearate, laurate, borate, benzoate, lactate, phosphate, tosylate, 
citrate, maleate, fumarate, succinate, tartrate, naphthyiate, mesylate, 
glucoheptonate, lactiobionate, and laurylsulfonate. These may include alkali metal 
5 and alkali earth cations such as sodium, potassium, calcium, and magnesium, as 
well as non-toxic ammonium, quaternary ammonium, and amine cations such as 
tetramethyl ammonium, meihykmine, trimethylamine, and ethylamine. See, for 
example, S.M. Berge, etal., "Pharmaceutical Salts," J. Phm'm. ScL, 1977;66:1-19 
which is incorporated herein by reference. Representative pharmaceutical^ 
1 0 acceptable amides of the invention include those derived from ammonia, primary 
C j-Cg alkyl amines and secondary di (Cj-Cg alley!) amines. Secondary amines 

include 5- or 6-membered heterocyclic or heteroaromatic ring moieties containing 
at least one nitrogen atom and optionally between 1 and 2 additional heteroatoms. 
Preferred amides are derived from ammonia, CJ-C3 alkyl primary amines, and di 

15 (C3-C2 alkyl)arnines. Representative pharraaceutically acceptable esters of the 
invention include Cj-Cg alkyl, C5-C7 cycloalkyl, Cg-Cg aryl, and Cg-Cg aryl 
(Cj-Cg)alkyl esters. Preferred esters include methyl esters. 
C. Synthesis 

The invention compounds can be synthesized according to the following 

20 thirteen schemes, or variants thereof. 

Compounds of the present invention can be prepared using the general 
synthetic procedure shown in Scheme 1 . The parent heterocycles can be purchased 
or synthesized by methods known to those skilled in the art (A.R. Katritzky and 
C.W. Rees, "Comprehensive Heterocyclic Chemistry, The Structures, Reactions, 

25 Synthesis, and Uses of Heterocyclic Compounds," Pergamon Press, NY, 

19S4;4(3.09):497~529). The free NH of the heterocycle is protected using the 
benzenesulfonyl group. The heterocycle of formula (1) is treated with 
benzenesulfonyl chloride and a base such as potassium or sodium hydroxide in a 
solvent such as methanol or ethane! to give the protected heterocycle of 

30 formula (2). The protected heterocycle of formula (2) is then deprotonated using a 
base such as n-Buii in a solvent such as THF or diethyl ether, and the resulting 
organoiithium species is then brominated with bromine to give a compound of 
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formula (3), Lithium-halogen exchange with a base such as n-BuLi in a solvent 
such as THF or diethyl ether, followed by reaction with triisopxopyl borate at 
temperatures ranging from -20°C to ~7S°C converts the compound of formula (3) 
to the borouic acid of formula (4). Suzuki coupling of the compound of 
5 formula (4) with the aryl bromide of formula (5) in the presence of 

tetrakis(triphenylphosphine)palladium (0) as catalyst and a base such as aqueous 
potassium carbonate in a solvent such as toluene gives the protected aryl 
heterocycle of formula (6). Reduction of the nitro group in the compound of 
formula (6) can be accomplished with Raney nickel and hydrogen gas in a solvent 

1 0 such as THF or DMF to give the amino compound of formula (7). The compound 
of formula (7) can. be deprotected using HBr in glacial acetic acid to give the 
compound of formula (8). The compound of formula (S) can be reacted with a 
variety of compounds such as for example, sulfonyl chlorides, isothiocyanates, 
aryl halides, and aeylchlorides to yield a variety of compounds of the present 

1 5 invention such as for example, sulfonamides, thioureas, N-aryl analogs, and 
reductive animation products. 

Alternatively, compounds of the present invention can be prepared as 
shown in Scheme 2, hi Scheme 2, the oromo compound of formula (3) can be 
treated with hexamethylditin in a solvent such as benzene using a catalyst such as 

20 tetrakis(triphenylphosphine) palladium (0) at reflux temperatures to give the 
trimethyltin compound of formula (9). Stiile coupling of the compound of 
formula (9) with the aryl bromide of formula (5) in the presence of 
tetrakis(triphenylphosphine) palladium (0) as catalyst in a solvent such as benzene 
gives the compound of formula (6) , which can be converted to compounds of the 

25 present invention as described for Scheme 1 , 

hi addition to the general methods of Schemes 1 and 2, which can be 
applied to the synthesis of all target compounds, there axe other methods available 
for the synthesis of compounds of the present invention containing more specific 
ring systems. For the preparation of compounds of the present invention 

30 containing the lH-pyrrolo[2 s 3-b3pyridine ring system, the method of Houlihan 

W.J., Parrino V.A., Uike Y„ J. Org. Ckem., 1981;46:4511-4515 can be employed 
as shown in Scheme 3. In Scheme 3, a key amide of formula (12) is prepared by 
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reacting the acid of formula (10)., which is commercially available, with oxalyi 
chloride in a solvent such as THF with a catalyst such as DMF to give the 
corresponding acid chloride, which is then coupled with 2-ammo~3~methyl 
pyridine of formula (11) in a solvent such as toluene using a base such as sodium 
5 or potassium carbonate at reflux, tempemtures to give the amide of formula (1 2) . 
Treatment of the amide of formula (12) with 2 or 3 equivalents of a base such as 
n-BuLi or LDA in a solvent such as THF or diethyl ether at temperatures ranging 
from -20°C to +25°C gives tlie aryl heteroeycle of formula (13), which can be 
converted to sulfonamides, thioureas, N-aryl analogs, and reductive animation 
10 products according to the procedure described above for Scheme 1 to provide 

compounds of the present invention containing the lH~pyrrolo[2,3-b]pyridlne ring 
system. 

In addition, compounds of the present invention containing the 
1 H-pyrroio [3 ,2-b] pyridine ring system can be prepared using the method of 

1 5 Houlihan et al, by replacing 2-amino-3-methyl pyridine of formula (1 1) with 

3~ammo-2-methyl pyridine of formula (28) to give a compound of formula (30) as 
shown in Scheme 7. A compound of formula (30) can be converted to 
sulfonamides, thioureas, N-aryl analogs, and reductive animation products 
according to the procedures described above for Scheme 1 to also provide 

20 compounds of the present invention containing the 1 H-pyrroIo[3 ,2-b]pyridme ring 
system. 

Alternatively, compounds of the present invention containing the 3H~ 
pyrrolo[2,3-b]pyridine ring system can be prepared utilizing the method of Davis 
MX., Wakefield B.J., Wardell J.A., Tetrahedron, 1992;48:939-952 as shown in 

25 Scheme 4, In Scheme 4, deprotonation of 3-methylpyridme of formula (15) with a 
base such as LDA in a solvent such as THF or diethyl ether at temperatures 
ranging from ~20°C to 15°C, followed by reaction of fee corresponding anion wife 
the commercially available benzonitrile of formula (14) gives an intermediate of 
formula (1 6), which on treatment wife additional base cyclizes to give a 

3 0 compound of formula (13). The compoitnd of formula ( 1 3) can be converted to 
sulfonamides, thioureas, N-aryl analogs, and reductive animation products 
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according to the procedures described above for Scheme 1 to provide compounds 
of the present invention containing the lH-pyrroio[2,3-b]p}Tidine ring system. 

In addition, compounds of the present invention containing the 
lH-pyrrolQ[2 s 3~b]pyrazine ring system can be prepared using the method of 
5 Wakefield et al, by replacing S-memvipyridine of formula (15) with 

2-memyIpyrazine of formula (31) to give a compound of formula (33) as shown in 
Scheme 8. A compound of formula (33) can be converted to sulfonamides, 
thioureas, N-aryl analogs, and reductive animation products according to the 
procedures described above for Scheme 1 to provide compounds of the present 

1 0 invention containing tire 1 H-pyrrolo[2,3-b]pyrazine ring system. 

In addition, components of the present invention containing the 
7H-pyrrolo[2,3-d]pyrimidme ring system can also be prepared using the method 
of Wakefield et al. by replacing 3-methylpyridine of formula (15) with 
5-inemylpyrimidine of formula (34) to give a compound of formula (36) as shown 

1 5 in Scheme 9. A compound of formula (36) can be converted to sulfonamides, 
thioureas, N-aryl analogs, and reductive amination products according to the 
procedures described above for Scheme 1 to provide compounds of the present 
invention containing the 7H-pyrrolo[2,3-d]p>Timidine ring system. 

For preparation of compounds of the present invention containing the 

20 l.H-pyrrolo[2,3-cjp>Tidine ring system, the method of Fisher M.H., 

Schwartzkopf G., Jr., Hoff D.R., J, Med Chem., 1972; .15; 1168-1. 171 can be 
employed as shown in Scheme 5. In Scheme 5, condensation of 3-nitropicoIke of 
formula (17) with the commercially available aldehyde of formula (18) in the 
presence of a base such as piperidine in a solvent such as methanol or ethanol 

25 gives the styrylpyridine of formula (1 9). The styrylpyridine of formula (1 9) can be 
reductively cyclized using triethyl phosphite in a solvent such as benzene at reflux 
temperatures to yield a compound of formula (20). A compound of formula (20) 
can be converted to sulfonamides, thioureas, N-aryl analogs, and reductive 
animation products according to the procedures described above for Scheme 1 to 

30 provide compounds of the present invention containing the IH- 
p>Tro3o[2,3-c]pyridine ring system. 

For preparation of compounds of the present invention containing the 
lH-pyrrolo[3 5 2-c]pyridine ring system, another method of Fisher et al., Supra., 
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1972 can be employed as shown in Scheme 6. In Scheme 6, treatment of 4-cMoro- 
3-methyl pyridine of formula (21) with aa oxidizing agent such as 
ra-chloroperoxybenzoic acid in a solvent such as dichloromethane or 
1 ,2-dichloroethane at temperatures ranging from -1 0 C to 50°C gives fee 
5 corresponding N-oxide of formula (22). Hie N-oxide of formula (22) is condensed 
with an aldehyde of formula (18) in the same manner as described in Scheme 5 for 
the conversion of a compound of formula (18) to a compound of formula (19) to 
give compound of foranila (23). The compound of formula (23) is then reacted 
with hydrazine in a solvent such as methanol or ethanol to give the hydrazine 

1 0 derivative of formula (24). Reaction of the hydrazine derivative of formula (24) 
with aqueous sodium nitrite in an acid such as dilute (10%) hydrochloric acid at 
ambient temperatures gives the azido compound of formula (25), which is 
thermally decomposed in a solvent such as toluene at reflux temperatures to give 
the cyclized product formula (26). Reduction of the nitro group and 

1 5 deoxygenation of the pyridrae-N-oxide in the cyclized product of formula (26) can 
be accomplished with Raney nickel and hydrogen gas in a solvent such as THF or 
DMF to gi ve an amino compound of formula (27). An amino compound of 
formula (27) can he converted to sulfonamides, thioureas, M-aryl analogs, and 
reductive animation products according to the procedures described above for 

20 Scheme 1 to provide compounds of the present invention containing the 1H- 
pyrTolo[3,2-c]pyridine ring system. 

Compounds of the present invention containing the tetrahychoindoie ring 
system can be prepared as shown in Schemes 10 and 11 . In Scheme 10, the 
method of Hippeli C, Zimmer R., Reissig H.-U.. LiebigsAnn, Chan., 

25 1 990:469-474 was employed, hi this method, treatment of the commercially 
available ketone of formula (36) with a brominating agent such as 
N-bromosuccimmide in a sol vent such as chloroform or carbon tetrachloride gives 
the bromo compound of formula (37). Treatment of the bromo compound of 
formula (37) with hydroxylamme in an aqueous methanol or ethanol solution 

30 gives the a-bromooxime of formula (38). Treatment of the a-foromooxime of 
formula (38) with the silyl enol ether of formula (39) and a base such as sodium 
carbonate in a solvent such as chloroform or dichloromethane at ambient 
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temperatures gives the dihydro-d,,2-oxazine of formula (40). Treatment of the 
diliydro- 1,2-oxazine of formula (40) with molybdenum hexacarbonyl in 
acetonitrile at reflux temperatures results in deoxygenation and ring contraction to 
yield the tetrahydroindole of formula (41). The teh'ahydroindole of formula (41) 
can be converted to sulfonamides, thioureas, N-aryl analogs, and reductive 
amination products according to the procedures described above for Scheme 1 to 
provide compounds of the present invention containing the tetrahydroindole ring 
system. 

Alternatively, compounds of the present invention containing the 
tetrahydroindole ring system can be prepared according to the method of Chin 
P-K, Samrnes M. P., Tetrahedron, 1988;44:3531-3538 as shown m Scheme 11. In 
Scheme 1 1, the requisite 1,4-dikelone of formula (43) can be prepared by a Stork 
alkylation of the enamine of formula (42) with the bromo compound of 
formula (37) in a solvent such as dioxane at reflux temperatures. Paal-Knorr 
cyclization of the 1,4-diketone of formula (43) with liquid ammonia yields the 
desired compound of formula (41). The compound of formula (41) can be 
converted to sulfonamides, tliioureas, N-aryl analogs, and reductive animation 
products according to the procedures described above for Scheme 1 to provide 
compounds of the present invention containing the tetrahydroindole ring system. 

Further compounds of the invention with a fused imidazole ring system, 
such as those of formula (A), can be made according to Scheme 12. Referring to 
Scheme 12, a diamine compound of formula (B) is condensed with an activated 
carboxylic acid compound of formula (C), such as an acid halide or an 
irmdazoiide, to give the desired imidazo compound of formula (D). This 
condensation is a two-step process in which an intermediate amide is formed 
which then dehydrates to give the imidazo compound of formula (D). These two 
steps can be done in one pot by refluxing with phosphorous oxyehloride. The nitro 
group of the imidazo compound of formula (D) is reduced with an appropriate 
reagent such as Raney nickel with hydrogen gas or zinc in acetic acid to give the 
aniline compound of formula (E). The aniline compound of formula (E) can he 
converted to a compound of formula (A), wherein Qj, Q2> Q3, Q4, 114, m & 
R a are as defined above for the compound of formula (A), according to 
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procedures known in the arts of organic and medicinal chemistries for fee 
N-substitution of imidiazole derivatives and the preparations of sulfonamides, 
thioureas, N-aryl analogs, reductive amination analogs, and the like described 
above for Scheme 1 , 

5 An alternative to the above method for the preparation of a compound of 

formula (A) is illustrated in Scheme 13, wherein the imidazole ring is synthesized 
last. Here, an anilino-benzoaie of formula (F) is fimctionalized io incorporate the 
R a group to provide an ester of formula (G), The ester of formula (G) is then 

hydrolyzed, and the resulting corresponding carboxylic acid is activated with a 
10 carboxylic acid activating agent such as for example, NJ^'-carbonyldimidazole 
(CDI), N,N'-dicyclohexylcarbodiimide (DCC), and water soluble carbodiimides, 
and reac ted with a di-amino compound of formula (B) under dehydrating 
conditions to give the compound of formula (A) wherein R5 is hydrogen. The 

compound of formula (A) wherein R5 is hydrogen can be converted to a 

15 compound of formula (A) wherein R5 is as defined above for a compound of 

formula (A) according to procedures known in the arts of organic and medicinal 
chemistries for the N-substitution of imidazole derivatives. 

Examples of a diamine compound of formula (B) include: 
2,3-diaminopyridme, 3 ,4-diaimnopyridine, 4,5~di aminopyriniidine, 

20 3,4-diaminopyridazine, 4,5-diaminopjTidazine, and 2,3-eUammopyrazme. 

2,3-diaminopyridine, 3,4-diaminopyridine, and 4,5-diaminopyrinudine are from 
Aldrich Chemicals, Milwaukee, Wisconsin, USA. Other diamine reagents are 
know in the literature. For example, 2,3-diaimnopyrazme can be obtained 
according to Sato Nobuhiro; Mizuno, Hajime. Studies of pyrazines. Part 33, 

25 Synthesis of 2,3-diamkopvrazines via [1^2 J 5]thiadlazolo[3,4-b]p>'razines. s J. 
Chem. Res., Synop., 1997:7:250-251. 4,5-Dianunopyridazine are obtained 
according to Marcelis, Antonius T.M.; Tondijs, Harma; Yan der Plas, Henk C. 
Amination of 4-nitro- and 4-cyanopyridazines by liquid arnmonia/potassium 
permanganate. J. Heterocycl Chem., 19SS;25(3):831-833 and 

30 3,4-diaminopyridazines are obtained according to Klinge D.E.; Van der Plus H.C. 

NMR studies on a -adducts of heterocyclic systems with nucleophiles. VII. Proton 
NMR investigations on c -adduct formation of pyridazine, of pyridazine 1-oxide, 
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and some of its derivatives with ammonia. New substitution mechanism. Red. 
Trav. Chim. Pays-Bos, 1975;94(ll):233-236. 
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Scheme 2 
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Scheme 1 1 
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5 wherein Qj s Q2, Q3, Q4, "8.4, R$ f .an& R a are as defined above for formula (A). 
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Scheme 13 




wherein Qj, Cfe, Q3, Q4, K4, 8.5, and R a are as defined above for formula (A). 

The invention also includes disclosed compounds having one or more 
5 functional groups (e.g., hydroxy!, amino, or carboxyl) which may be masked by a 
protecting group so as to avoid unwanted side reactions. Some of these masked or 
protected compounds are pharmaceutical^ acceptable; others will be useful as 
intermediates. Protecting groups such as for example, those for hydroxy, amino, 
and carboxy groups are well-known to those skilled in the art of synthetic organic 
1 0 chemistry . The use of protecting groups is fully described by Greene and Wilts in 

"Protecting Groups in Organic Synthesis" (John Wiley & Sons Press, 2 n( * ed.). 
Examples of suitable protecting groups are provided below. 
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HYDROXYL PROTECTING GROUPS 

Hydroxyl protecting groups include: ethers, esters, and protection for 1,2- 
and 1,3-diols. The ether protecting groups include: methyl ether, substituted 
methyl ethers including ally!, cyclic ethers, and cyclic thioethers, substituted ethyl 
5 ethers, benzyl ether, substituted benzyl ethers, substituted aryl ethers, and silyl 
ethers. Silyl ethers can be converted to other Junctional groups. 

Substituted Methyl Ethers 

Substituted methyl ethers include: methoxymethyl, methyltluomethyl, 
/-butylthioraethyl, (phenyldimethylsiiyl) methoxymethyl, benzyloxjinethyl, 

10 p-ethoxybeiizyloxymethyl, (4-raethoxyphenoxy) methyl, guaiacolmethyl, 

f-butoxymethyl, 4-pentenyloxymethyl, siloxymethyl, 2-methoxyethoxymethyl, 
allyl, benzyl, 2,2,2 -trichloroetlioxj'methyl, bis(2-chloro-etlioxy)metiiyl, 
2-(trhnethylsilyl)ethox> r methyl > tetrahyclropyranyl, 3-bromotetrahydro-pyranyl, 
tetraiiydrothiopyranyl, I -methoxycyclohexyl, 4-methox}tetrahydropyrarryl, 

1 5 4-methoxytetrahydi-otlnopyranyl } 4-methox^etrahydrotlriopyraiiyl S, ^-dioxido, 
l~[(2-chloro~4-memyl)phenyl]-4~methoxypiperidin-4-yl ( l,4-dioxan-2-yl, 
tetrahydrofuranyl, tefrahydrothiofuranyl, and 2,3,3a ! ,4 > 5 f 6 s 7 > 7a-octahydro» 
7,8,8-trimethyl-4 J 7-ethanobenzofuran-2-yl. 
Substituted Ethyl Ethers 

20 Substituted ethyl ethers include: 1-ethoxyethyl, 3-(2,chloroetlioxy)ethyl, 

1 -methyl- 1 -methoxyethyl, 1 -methyl-1 -benzyloxyethyl, 1 -methyl- 1 -benzyloxy- 
2-fluoroethyl, 2,2,2-trichloroethyl, 2-trimethylsil.ylethyl, 2-(phenylseienyl)ethyl, 
aid /-butyl. 

Substituted Benzyl Ethers 

25 Substituted benzyl ethers include: j7~methoxybenzyl, 3,4-dimethoxybenzyi, 

o-nitrobcnzyl, p-nitroberrzyl, j^halobenzyl, 2 s 6-dichlorobenzyl, j^-cyanobenzyl, 
j?-phenylbenzyl, 2- and 4-picolyl, 3-methyI-2-picolyl iV-oxido, diphenylmetbyl,^, 
j3'-dinitrobenzhydryl, 5-dibenzosuberyL triphenylmethyl, 
a~naphftyldiphenyime^^ 

30 &(p-methoxypheny!)pIienyIn^^ 

4-(4M>romophenacyloxy)phenyldi^^^ 
dicMorophthaliraid^ 
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4,4',4 w -tris(beanzoyloxyphenyl)methyI, 3~(imidazol-l -ylmethyl)bis(4',4"- 
dimethoxyphenyl)~methyl, 1 , 1 4>is(4-methoxyphenyl)~ 1 '-pyrenyknetliyl, 9~anthry 1, 
9~(9~phenyl) xanthenyl, 9~(9-phenyl-10~oxo) anthryl, l,34}enzoditMola«~2~yf, and 
benzisothiazolyl 5,*S-dioxido, 
5 Substituted Aryl Ethers 

Substituted aryl ethers include ■ j?-chlorophejiyl s />-methoxyphenyi, and 
2,4-dinitrophenyL 
Silyl Ethers 

Silyi ethers include: trimethyisilyl, triethylsiiyl, triisopropyisilyl, 
10 dimethylisopropylsilyl, diethylisopropylsilyL dimethylihexylsilyl, 

f-butyldimethylsilyl, Mmtyldiphenylsilyl, tribenzylsilyl, tri-p~xylylsilyl, 
triphenylsilyl, diphenylmethylsilyl, and /-butylmettioxy-phenylsilyl. 

Esters 

Examples of protective esters of hydroxy groups include: formate, 
1 5 benzoylformate, acetate, chloroacetate, dichloroacetate, trichloroacelate, 

trifluoroacetate, methoxyacetaie, hiphenylmethoxyacetate, phenoxyacetate, 
/7-cbloroplienoxyacetate, /?-P-phenylacetate, 3-phenylp.ropi onate, 4-oxopentanoate 
(levulinate), 4,4~(ethylenedithio) pentanoate, pivaloate, adaniantoate, erotonate, 
4-rnethoxycrotonate, benzoate, p-phenylbenzoate, and 2,4,6~trimethylben3Soate 
20 . (mesitoate). 

Carbonates 

Carbonate protecting groups of hydroxy groups include: methyl carbonate, 
9-fluorenylmeihyi carbonate, ethyl carbonate, 2,2,2-Mchloroethyl carbonate, 
2 -(trimethyisilyl) ethyl carbonate, 2-(phenylsulfonyl) ethyl carbonate, 

25 2-(triphenylphosphomo) ethyl carbonate, isobutyl carbonate, vinyl carbonate, allyl 
carbonate, /Miitrophenyl carbonate, benzyl carbonate, /?~meihoxybenzyl 
carbonate, 3 ,4-dimethoxybenzy 1 carbonate, o-nitrobenzyl carbonate, p-nitrobenzyl 
carbonate, S-benzyl thiocarbonate carbonate, 4-ethoxy-l-naphthyl carbonate, and 
methyl dithiocarbonate, 

30 Assisted Cleavage 

Examples of assisted cleavage protecting groups include: 2-iodobenzoate, 
4-azido-butyrate, 4-nitro-4-methylpentanoate, o-(dibromomethyl) benzoate, 
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2-fomiylbeBzene-sulfonate, 2-(methylthiomethoxy) ethyl carbonate, 
4-(metbylthiomethoxymethyl) benzoate, and 2-(mefhylthiom<^lioxymethyl) 
benzoate. Assisted cleavage protecting groups are groups that contain a second, 
remote functionality that is unreactive towards the primary functionality masking 
5 the group being protected, but which can be converted to a functionality which is 
reactive towards the primary functionality masking the group being protected such 
that the deprotective cleavage reaction of the primary functionality is facilitated. 
Sulfonates 

Protective sulfates include: Methanesulfonate (mesylate), benzylsulfbnate, 
10 andtosylate, 

Miscellaneous Protecting Groups 

In addition to the above classes, miscellaneous esters include: 
2,6»dichioro-4-methy!phenoxyacetate, 2,6-dichloro-4-(l 5 l } 3,3-teiramethylbutyl) 
phenoxyacetate, 2,4-bis(l ,1-dimethylpropyi) phenoxyacetate,, 
15 chlorodiphenyiacetate, isobutyrate, monosuceinoate, (.E)-2-methyl-2-butenoate 
(tigloate), ©-(methoxycarbonyl) benzoate, js'-P-benzoate, a-naphthoate, nitrate, 
alkyl iV,iV J A^A ; '-tetramethylphosphorodiamidate, A r -phenylcarbamate, borate, 
sulfate, dimethylphosphinothioyi, and 2,4-dmitrophenylsulfenate. 

PROTECTION FOR 1,2- AND 1,3-DIOLS 
20 The protection for 1,2 and 1 ,3-diois group includes: cyclic acetals and 

ketals, cyclic ortho esters, and silyl derivatives. 
Cyclic Acetals and Ketals 

Cyclic acetals and ketals include: methylene, ethylidene, !-/- 
butylethylidene, 1 -phenylethy iidene, (4-methox>'phenyl) ethyiidene, 
25 2,2,2-trichloroethylidene, acetonide (isopropylidene), cyclopentylidene, 
cyclohexyiidene, cycloheptylidene, benzylidene, ^-meihoxybenzylidene, 
2,4-dimethoxybenzylidene, 3,4-dimethoxybenzylidene, and 2~nitroberi2yIidene. 

Cyclic Ortho Esters 

Cyclic orfho esters include: methoxymethylene, ethoxymethylene, 
30 dimethoxymetliylene, 1-raethoxyethylidene, 1-efhoxyethylidine, 
1 ,2-dimethoxyethylidene, cc-mefhoxybenzylidene, l-(N,N~ 
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dime%lainino)ethyHdene derivative, a-(iV,A f -dimetiiylamko) benzyJidene 
derivative, and 2-oxacyclopentyiidene. 

PROTECTION FOR THE CARBOXYL GROUP 

Enters 

5 Ester protecting groups include: esters, substituted methyl esters including 

cyclic esters, 2-substituted ethyl esters, benzyl, substituted benzyl esters, silyl 
esters, activated esters, miscellaneous derivatives, allyl, and stannyl esters. 
Substituted Methyl Esters 

Substituted methyl esters include: 9-rluorenylmethyl, methoxymethyl, 
10 metnyltMomethyl, tetrahydropyranyl, tetrahydrofurany], meihoxyethoxymethyl, 
2-(trimethylsUyl)ethoxy-methyl i berrzyloxymethyl, phenacyl, p-bromophenaoyl, 
a~methylphenacyl, /^methoxyphenacyl, carboxamidomethyl, and 
iV-phUialimidomethyl . 

2-SubstHuted Ethyl Esters 
1 5 2-Substituted ethyl esters include: 2,2,2-trichloroethyl, 2~broinoethyl } 

2-chloroalkyl, 2-(trimethylsily)ethyI, 2-methylthioethyl, l^-dithianyW-rriethyl, 
2-(p-nirxophenylsulfenyl)-ediyK2-(p-toliienesulfony3)ethyl 2-(2'-pyridyl)ethyl > 
2-(diphenylphosphko)ethyl, 1 -methyl- 1-phenylethyl, f-butyl, eyclopentyl, 
cyclohexyl, 3-buten-l-yI, and 4-(lrimethylsilyl)~2-buten-l-yl. 
20 Substituted Benzyl Esters 

Substituted benzyl esters include: triphenylmethyl, dipbenylroethyl, 
bis(o-nitrophenyl)methyh 9-anthrylmethyl, 2-(9,l 0-dioxo)anthrylmethyi t 
5-dibenzo-suberyl, 1 -pyxenylraethyl, 2-(trifluoromethyl)-6-chromylmethyl, 
2,4,6-trimethylbenzyl, /j-bromobenzyl, o-nitrobenz>4, p-nitrobenzyl, 
25 |?-methoxybenzyl, 2 ? 6-dimethoxybenzyl, 4-(methyisulflnyl)benzyh 4-sulfobenzyl, 
piperonyl, and 4-P-benzyL 
Silyl Esters 

Silyl esters include: trimethylsiiyl, triethylsilyl, ^-butyldimethylsilyl, 
if'-propyldiixiethylsiiyl, phenyldimethylsilyl, and dW4>utylmethylsilyL 
30 Miscellaneous Derivatives 

Miscellaneous derivatives include: oxazoles, 2-alkyI-l 3 3-oxazolines 5 
4-alkyl-5-oxo-l > 3-oxazolidines, 5-aikyl-4-oxo-l,3-dioxoiaiies ; ortho esters, phenyl 
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group, and pentaammocobaft(ffl) complex. Aryl esters include phenyl aid 
/7-(methylmercapto)-phenyL Other esters include cinnamyl and a-methyl 
cinnamyl. 

Stannyi Esters 

5 Examples of stannyl esters include: triethylstaanyl and tri-w-butylstannyL 

AMIDES AND HYDRAZIDES 

Amides include: iV,iV~dimethyl, pyrrolidinyl, piperidinyl, 
5,6-dihydrophenanthridinyl, o-nitroanilides, ;V-7-nitroindolyl, A-8-nitro- 
1,2,3,4-tetrahydroquinolyL and p-P-benzenesulfonamides. Hydrazides include: 
1 0 A^-phenyl, N,N '-diisopropyl and other dialkyl hydrazides. 

PROTECTION FOR THE AMINO GROUP 
Carbamates 

Carbamates include: carbamates, substituted ethyl including cyclic 
substituted ethyl, assisted cleavage, photolytic cleavage, urea-type derivatives, and 
15 miscellaneous carbamates. 
Carbamates 

Carbamates include: methyl and ethyl, 9~fiuoreny!methyl, 
9-(2-sulfo)fiuorenyknethyl, 9-(2,7-dibromo)fluorenylmethyl s 2.7-di-?-butyl- 
[9~(1040-dioxo-10,10 J 10,10~tetrahydro~thioxanthyl)]methyl,and 
20 4-raethoxyphenacyl. 

Substituted Ethyl 

Substituted ethyl protective groups include: 2,2.2-trichloroethyl, 
2-trimethylsilylethyI, 2-phenylethyl, 1 -{i-adamantyl)- 1 -metbylethyl, 
1 , 1 -dimemy l-2-haloethyl, l ? l-dimethyi-2 s 2-dibromoethyl, 1,1-dimethyl- 

25 2,2,2-uichloroethyl, l-metliyl-l-(4-biphenyiyl)ethyl, l~(3p~di-r4>uty.lphenyl)~ 

1-metliylethyl, 2-(2'- and 4'-pyridyl)eth.yI J 2-(A^V-icyclohexylcarboxainido)-ethyl ! 
f-butyl, and 1 -adamantyl. 

Miscellaneous groups include: vinyl, atlyl, l-isopropylallyl, conaamyl, 
4-nitrocinnamyl, quinolyl, A^hydroxypiperidinyl, alkyldithio, benzyl, 

30 /?-methoxybenzyl, />-nitrobenzyl, ^-bromobenzyl. jp-cMorobenzyl, 

2,4-dichlorobenzyl, 4-methylsulfinylbenzyl, 9-anthrylmethyl, and diphenylmethyl. 
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Assisted Cleavage 

Protection via assisted cleavage includes: 2-methylthioethyl, 
2-methylsulfonylefhyl, 2-{p-toluenesulfonyl)ethylj [2-(i 3-ditManyl)]methyL 
4-metliyltiiiophenyl 5 2,4-dimethyl-thiophenyl } 2~phospho.moethyl, 
2-triphenylphosphonioisopropyl, 1 , 1 -dimemyl-2-cyanoemyi, m-chloro- 
p-acyloxybenzyl, ^-(diJbydroxybory^benaylj 5-benzisoxazolyl-rneth.yl, and 
2-(trifluoroffiethyl)-6-chromonylme1ayL The above definition of assisted cleavage 
protecting groups is hereby incorporated by reference, 

Photolytic Cleavage 

Photolytie cleavage methods use groups such as: m-nitropheny!, 
3,5-dimethoxyben2yl, o-nitrobenzyl, 3,4~dime&oxy-6-nitrobenzyl, and phenyl(o- 
nitrophenyl)methyl. 

Urea-Type Derivatives 

Examples of urea-type derivatives include: phenothiazinyl-(l 0)-carbonyl 
derivative, A^-p-tolueuesuifonylaminocarboiiyl, and A*-phenylaminothiocarbonyL 
Miscellaneous Carbamates 

In addition to the above, miscellaneous carbamates include: /-amy!, 
S'-benzyl thiocarbamate, />-cyanobenzyl, cyelobutyl, cyclohexyl, cyclopentyl, 
cyclopropyhnethyl 5 /)-decyloxy-benzyl, diisopropylmethyl, 
2,2-dimethoxycarbonylvinyl, ^-(iViiV-dimethyl-carboxamidoybenzyl, 
1 , 1 -dimetbyi~3 (N, A r ~dimethylcarboxamido)propyl , 1 , 1 -dimethyl -propynyl, 
di(2-pyridyl)methyl, 2-furanylraethyl, 2-iodoethyI, isobornyl, isobutyL 
isonicotinyl, pip -methoxyphenylazo^enzjd, 1 -methylcyclobulyl, 
.1 -methylcyclohexyl, 1 -methyl- 1 -cyciopropylmethy 1 , 1 -methyl- 
(3,5~dimethoxyphenyl)emyi, 1 -methyl- 1 (p-henylazophenyi)-enryl, 1 -raethyl- 
1 -phenylethyl, 1 -methyl- 1 -(4-pyridyl)ethyl > phenyl, j p-(phenyIazo)benzyl s 
2,4,6-tri-jf-butylphenyl, 4-(trmietbylammonium)benzyl ;i and 2,4,6-trimethylbenzyL 

AMIDES 

Amides 

Amides include: A-formyl. iV-acetyi, A^Moroacetyl, Af-trichloroacetyl, 
iV-trifluoroacetyl, iV-phenylacetyl, A T -3-phenylpropionyl, tf-picolinoyl, 



WO 01/96336 



pcr/usoi/ism 



iY-3-pyridyl-carboxamide, A T ~berizoylphenylalanyl derivative;, A r -benzoyl ? and 
iV-p-phenylbeiizoyl 

Assisted Cleavage 

Assisted cleavage groups include: JV-o-mtrophenyiaeetyl, 
A r -o-niti*ophenoxyaceiyi > iV : -acetoacetyl > (iV r 'KJithiobenzyloxycarbonylamiiio)acetyl J 
iV-3-0^hydroxpbenyl)propionyI s jV-3-(o-i»tropheoyl)propio^ 
nitrophenoxy)propionyl, A r ~2-methyl~2-(o-pbenylazopbeiioxy)propioiiyl, 
A~4-chlorobutyryl, A^S-methyl-S-mlxobutyryl^V-a-nitrociimamoyl, 
A^-acetylmethionme derivative, iV-o-nitrobenzoyl, N-o- 
(benzoyloxymethyl)benzoyl, and 4,5-diphenyi~3~oxazo3in~2-one, The above 
definition of assisted cleavage protecting groups is hereby incorporated by 
reference. 

Cyclic Imide Derivatives 

Cyclic imide derivatives include: A-phthalimide, A r -dithiasuccinoyl, 
iV*-2^-diphenyl-mateoyl, A r -2 s 5-d«nethyIpvrroly] > 
iV-Ul^^tetramethyldisUylazacyclopeatane addtict, 5-substituted 
l,3"^imethyM ,3 s 5-triazacyclohexan-2-one, 5-substituted 1,3-dibenzyl- 
l 9 3 s 5-triazacyclohexan-2-one, and 1 -substituted 3,5-dinitro-4-pyridonyL 

SPECIAL -NH PROTECTIVE GROUPS 

Protective groups for -NH include: A-alkyl and A-aryl arnineSj imine 
derivatives, enamine derivatives, and iV-heteroatom derivatives (such as A^metal, 
N-N, N-P, N-Si, and N-S), A-sulfenyl, and AT-sulfonyl. 

N-Alkyl andN-Aryl Amines 

A ? -alfcyl and A r -aryl amines include: A r ~methyf JY-allyl, 
A L [2-{trirnetliylsilyl)etlioxyl]-.methyL AT-3-acetoxypropyl, A r ~(l-isopropyl-4-nitro- 
2-oxo~3-pyrrolin-3~yi) i , quaternary arnmonium salts, M-benzyl, 
A r -di(4~methoxyphenyl)methyl J AT-S-dibenzosiiberyi, A r ~triphenylmethyl s 
A ff -(4-methoxyphenyl)diphenylmethyl } A r -9-phenylfluorenyl, 
A r -2 J ?-dichloro-9-fiuorenylme13iylene i , AT-ferrocenylmethyl, and A r -2-picolylamine 
AF-oxide. 
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Imine Derivatives 

hmm derivatives include: AT-l^^memyltMomethylene, JV-benzylidene, 
JV-j3-methoxybeBzyHdeiie s A-dipbenylmethylene, 
A^(2-pyridy])mesi1yl]xn^ 
5 A'^V-isopropylidene, N-p-miTobemylidene^ A r -salicylidene, 
A r ~5~ehlorQsalicylidene,AH3-cWoro~2-^^^ 
A'-cyclohexylidene. 

Enamine Derivative 

An example of an enamine derivative is A ? -(5 5 5-dimethyl-3-oxo- 
10 i-cyclohexenyl). 

N-Hetero Atom Derivatives 

A-rnetal derivatives include: A-borane derivatives, A f -diphenylborinic acid 
derivative, AT-[phenyl(pentacarbonylchrominm- or -tungsten)]carbenyi, and 
Af-copper or AT-zinc chelate. Examples of N~N derivatives include: AT-nitro, 

1 5 A'-nitroso, and A-oxide. Examples of N~P derivatives include: 

A^diphenylphosphinyl, A-dimethylthiophospbinyl, A^-diphenyithiophosphinyl, 
A-dialkyl phosphoryl, A-dibenzyl phosphoryl, and A-diphenyl phosphoryl 
Examples of A^sulfenyl derivatives include: AT-benzenesulfenyl, 
A^o-nitrobenzenesnlfenyl, A^^-dimtrobenzenesulfenyl, 

20 A L pentachiorobenzenesuifenyl, A~2~mixo~4-metfwxy-benzenesuifenyi, 

AMriphenylmethylsulfenyl and A^3-ralropyridinGsulfenyL Aforulfonyl derivatives 
include: A/-p-toiuenesulfonyi, A-benzenesulfonyl, A-2,3,6~trimethyl- 
4-metboxybenzenesulfonyL A-2,4,64rimethoxybenzenesulfonyl, 
A ? -2,6-dimeihyl»4-raetl'ioxy-benzenesulfonyl J A r -pentamethylbenzenesulfo»yl, 

25 A L 2 s 3 5 5j64etTaniemyl-4-methoxybenzeiie-sulfonyl s A r -4-methoxybenzenesuifonyL 
Ar~2A6-trimethylbenzen^ 

2^ 3 5;7 f 8-pentamemylcliroman-6-sulfonyl s Af-methanesidfbnyl, 
A L y&Mmethylsi2ylema^ 

A r ~4-(4',8'-dimethoxynaphthyi~methyl)-ben2:enesuifonyl, A-benzylsulfonyl, 
30 A r -trifJuoromethylsulfonyl 5 and A-phenacyl-sulfonyi. 

Disclosed compounds which are masked or protected may be prodrugs, 
compounds metabolized or otherwise tamsformed in vivo to yield a disclosed 
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compound, e.g., transiently during metabolism. This transformation may be a 
hydrolysis or oxidation which results from contact with a bodily fluid such as 
blood, or the action of acids, or liver, gastrointestinal, or other enzymes. 

The invention is further described in the working examples described 
5 below. The examples are provided for illustration only, and are not to be 
construed as limiting the invention in any respect 

D.Examplgs 

Examples of the preparation of compounds of the present invention and of 
assays useful in characterizing the biological effects of said compounds are 
10 described below. 

CHEMICAL EXAMPLE 1 
Synthesis of 5-(3H4midazo[4 s 5-b3pyridin-2-yl)-2-methoxy-phenylamine: 
Step (a); Synthesis of 5-(3H-imidazo[4,5^]pyridin-2-yl)-2-methoxy-nitrobenzene 
2 ,3 -Diaminopyridine (10 g, 91.6 mmol) and 18.07 g of 4-methoxy~3~nitro 
1 5 benzoic acid were mixed together, and the mixture was added in portions to 

200 mL of phosphorous oxyehloride at room temperature. The resulting mixture 
was heated to reflux for 4 hours, and then cooled to room temperature and allowed 
to stir overnight. The reaction was rotary evaporated in vacuo, and the residue was 
carefully quenched with saturated sodium bicarbonate solution, filtered, and dried 
20 on the vacuum filter overnight to give a brown solid. The solid was washed with 
several fractions of ethyl acetate to yield 21.36 g of 5-(3H-imidazo[4 5 5-b3pyridin- 
2-yl)-2-methoxy-nitrobenzene as a dark brown solid that was used without further 

purification. *H-NMR (DMSO-<%); 5 8.71 (d, 1H), 8.48 (dd, 1H), 8.31 (dd, 1H), 

7.99 (d, IB), 7.58 (d, 1HL 7.23 (dd, 1H), 4.00 (s, 3H) ppm. 

25 Step (b): Synthesis of 5^3H-imidazo[4 } 5-bjp>'ridin-2-yl)-2-meihoxy- 

phenylamine 

5-(3H-Imidazo[4,5-b]pyridhi-2-yl)-2-methoxy~-nitrobenzene (7.0 g ? 
26 mmol) was dissolved in 200 mL acetic acid, and zinc powder (35 g 5 535 mmol) 
was added in portions. The zinc was added at such a rate as to keep the 
30 temperature of the reaction mixture under 40°C After complete addition, the 
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reaction mixture was stirred for 3 hours and filtered to give solid. The solids wee 
washed with water and acetic acid. The filtrate was rotary evaporated in vacuo, 
and the residue was partitioned between 1 MNaOH and chloroform. Tire aqueous 
layer was extracted several times with chloroform, and the combined organic 
layers were dried over magnesium sulfate, filtered, and rotary evaporated to give 
0.71 gof 5~(3H4midazo[4,5-b]pyridm-2-yl)-2-methoxy-phenyIaniine as a tan 
solid. 1H-NMR (CDC1 3 ); 8 8.06 (dd, 1H), 7.66 (dd, 1H) 5 7.41 (s, 1H), 7.35 (dd, 
1H), 6.91 (dd, 1H), 6.64 (d, 1H), 3.67 (s, 3H)ppm. Anal. (C^H^O}) C,H,N 
val ues were within 0.4% of the theoretical values. 

CHEMICAL EXAMPLE 2 

Synthesis of thiophene-2-su!fonic acid [5-{3H-imidazo[4,5-b]pyridin- 
2-yl)-2~methoxy-phenyl3-amide: 

5-(3H-Imidazo[4,5-b]pyridm-2-yl)~2-metlTOxy-phenylaiTiine (0.5 g, 
2.1 mmol prepared as described above in Chemical Example 1) was dissolved in 
15 mL pyridine at room temperature. Solid thiophene 2-sulfonyl chloride (0.38 g, 
2.1 mmol) was added, and the resulting blood red solution was stirred overnight. 
The reaction mixture was poured into 250 mL water, stirred for 30 minutes, and 
filtered to give a pink solid. The solid was reerystallized from ethyl acetate after 
treatment with decolorizing charcoal to give 0.16 g of thiophene-2-sulfonic acid 
[5~(3H~imidazo[4,5-bjpyridin-2-yl)-2-methoxy~phenyl]-ainide as an off-white 
solid; mp 252-254°C. Ift-NMR (DMSO-t%); 8 33.26 (d, 1H), 9.85 (bs, 1H), 

8.27 (m, 2H), 8.02 (m, 2H), 7.87 (d, 1H), 7.43 (d, III), 7.16 (m, 3H), 3.59 (s, 3H> 
ppm. Anal. (CJ7HJ4N4O3S2) CJ-LN values were within 0.4% of theoretical 

values. 

BIOLOGICAL EXAMPLE 1 
Rabbit Reticulocyte 15-L0 Assay (hlSLO); 

The hi 5LO assay measures inhibition of 15-LO catalyzed oxidation of 
linoleic acid to the hydroperoxy fatty acid 13-(S)HPODE, a conjugated diene. In 
the hl5LO assay, a test compound is incubated with 1 5-LO enzyme in the 
presence of the linoleic acid substrate. For example, 2 units (U) of rabbit 
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reticulocyte 15-LO aid 174 pM linoleie acid are incubated with a known amount 
of a test compound for 1 5 minutes at 4°C, The total reaction volume is 1 00 pJL in 
phosphate buffered saline (PBS) containing 0.2% sodium chelate. The reaction is 
stopped with 100 pL of mobile phase and 10 pL of triethyl phosphite. 
13-(S)HPODE is reduced with triethyl phosphite to the more stable 
13-hydroxyoctadecadienoate {13-HODE}, which prevents artificial, nonenzymatic 
lipidperoxidation and product breakdown in the sample. 13-HPODE is quantitated 
by comparing peak areas of individual samples with those from a standard curve 
generated using authentic 13-HODE. The test reaction is compared to a control 
reaction, which is identical to the test reaction except no test compound is present. 
Percent inhibition is calculated as the amount of 13-HODE produced in the test 
reaction divided by the amount of 13-HODE produced in the control reaction, 
expressed as a percent. 

15-LO is obtained from phenylhydrazine-treated rabbits and purified 
according to the method of Rapoport (Rapoport et al. European Journal of 
Biochemistry, 1979;96:545-561). 

BIOLOGICAL EXAMPLE 2 
Monocyte Recraitment: 

The recmitment or chemotaxis of monocytes is assayed by methods well- 
known to those skilled in the art. In particular,, the method set forth in J. Clin, 
Invest, 198S;82:1 853-1 S63, which is hereby incorporated by reference, can be 
used. 

BIOLOGICAL EXAMPLE 3 
Collagen-Induced Arthritis in Mice: 

Type II collagen-induced arthritis (CIA) in mice is an experimental model 
of arthritis that has a number of pathologic,, immunologic, and genetic features in 
common with rheumatoid arthritis. Type II collagen (CH) is a major component of 
joint cartilage. The disease CIA is induced by immunization of DBA/1 mice with 
100 p,g of type II collagen delivered intradermally in Freund's complete adjuvant. 
Disease susceptibility in this model is regulated by the Class II MHC gene locus. 
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which is analogous to the known association of rheumatoid arthritis with the 
HLA-DR4 gene locus. 

A progressive and inflammatory arthritis develops in the majority of the 
immunized mice, characterized by paw width increases of up to 100%, A test 
5 compound is administered to mice in a range of amounts, such as 20, 60, 1 00, and 
200 mg of test compound per kilogram of body weight per day. The duration of 
the test can be several weeks to a few months, such as 40, 60, or 80 days, A 
clinical scoring index is used to assess disease progression independently in each 
paw from Stage 1, erythema and edema (score=l) } to Stage 2, joint distortion 

10 (score-2), to Stage 3, joint ankylosis (score=3). The disease CIA is variable in that 
it can affect one or all paws in an animal, resulting in a total possible score of 12 
for each mouse; Histopathology of an arthritic joint reveals synovitis, pannus 
formation, and cartilage and bone erosions. All mouse strains that are susceptible 
to CIA are high antibody respondent to type H collagen, and exhibit a marked 

1 5 cellular response to CH. 

BIOLOGICAL EXAMPLE 4 
SCW-Induced Monoarticular Arthritis: 

Arthritis is induced as described by Schwab et ah. Infection and Immunity, 
1991 ;59:4436-4442, which is hereby incorporated by reference, with minor 

20 modifications. Rats receive 6 }ig of sonicated streptococcal cell wall (SCW) 

particles (in 10 uX Dulbecco's PBS [DPBS]) by an intraarticular injection into the 
right tibiotalar joint on Day 0. On Day 21, the DTH is initiated with 100 pg of 
SCW (250 uX) administered IV. For oral compound studies, compounds are 
suspended in vehicle (0.5% hydroxypropyl-methylcellulose/0.2% Tween 80), 

25 sonicated, and administered twice daily (10 mL/kg volume) beginning 1 hour 

prior to reactivation with SCW, Compounds are administered in amounts between 
1 0 and 500 mg/kg body weight/day, such as 20, 30, 60, 100, 200, and 
300 mg/kg/day. Edema measurements are obtained by detemiining the baseline 
volumes of the sensitized hindpaw before reactivation on Day 21, and comparing 

30 them with volumes at subsequent time points such as Day 22, 23, 24, and 25. Paw 
volume is determined by mercury plethysmography. 
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BIOLOGICAL EXAMPLE 5 
Murine Ovalbumin-Induced Eosinophilia: 

The murine ovalbumin^nduced eosinophilia assay measures the increase 
of eosinophil cells hi longs and upper airways in animals administered a 
5 compound of the present invention versus control animals administered only 
vehicle. In this assay, female C57BL/6 mice are obtained from the Jackson 
Laboratory (Bar Harbor, ME). AS animals are given food and water ad libitum. 
Mice are sensitized with a single IP injection of ovalbumin (OVA) (Grade V, 
Sigma Chemical Company, St, Louis, MO) adsorbed to aluminum potassium 

10 sulfate (alum), (1 0 jxg OVA + 9 mg alum in 200 pJL saline), or vehicle control 

(9 mg alum in 200 uL saline) on Bay 0. On Day 14, the mice are challenged with 
a 12-minute inhalation of an aerosol consisting of 1.5% OVA (weight/volume) in 
saline produced by a nebulizer (small particle generator, model SPAG-2; ICN 
Pharmaceuticals, Costa Mesa, CA). Groups of eight mice are dosed with oral 

1 5 vehicle (0.5% hydroxypropylmethylcellulose/0.25% polyoxethylene-sorbitan 
monooleate [TWEEN-S0]), or a test compound at 10, 30, or 100 mg/kg in oral 
vehicle, 200 jiL per mouse PO. Dosing is performed once per day starting on 
Day 7 or 13, and extending through Day 16. 

For determination of pulmonary eosinophil, 3 days after the fust OVA 

20 aerosol challenge (Day 17), the mice are anesthetized with an IP injection of 

anesthetic (Ketamme/Acepromazine/Xjdazine), and the tracheae is exposed and 
cannulated. The lungs and upper airways are lavaged twice with 0.5 mL of cold 
PBS. A portion (200 {XL) of the bronchoalveolar lavage (BAL) fluid is enumerated 
using a Coulter counter Model ZB1 (Coulter Electronics, Hialeah, FL). The 

25 remaining BAL fluid is then centrifuged at 300 x g for 5 minutes, and the cells are 
resuspended in 1 mL of Hank's Balanced salts (HBSS) (Gibco BRL) containing 
0.5% fetal calf serum (HyClone) and 10 mM N-2-hydroxy ethylpiperazine- 
N'~2-ethanesulfonie acid (HEPES) (Gibco BRL). The cell suspension is 
centrifuged in a cytospin (Shandon Southern Instruments, Sewickley, PA) and 

30 stained by Diff Quick (American Scientific Products, McGraw Park, IL) to 
differentiate BAL leukocytes into neirtrophil, eosinophil, monocyte, or 
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lymphocyte subsets. The number of eosinophils in the BAL fluid is determined by 
multiplying the percentage of eosinophils by the total cell count. 

BIOLOGICAL EXAMPLE 6 
Human Lysate 15-LO Assay (HUM15LO): 
5 The HUM 1 5LO assay measures inhibition of 1 5-LO catalyzed oxidation 

of linoleic acid to the hydroperoxy fatty acid I3-(S)HPODE, a conjugated diene. 
In the HUM15LO assay, a test compound was incubated with 15-LO enzyme in 
the presence of the linoleic acid substrate. For example, a known amount of a 
compound of the present invention and 100 uL of human 15-LO and 174 \iM of 

10 linoleic acid in PBS containing 0.2% sodium cholate were incubated for 

1 5 minutes at 4°C. The test reaction was stopped with 100 jiL of mobile phase and 
10 fiL of triethyl phosphite. 13-(S)HPODE was reduced withtriethyl phosphite to 
the more stable 13-hydroxyoctadecadienoate (13-HODE), which prevents 
artificial, nonenzymatic lipidperoxidation and product breakdown in the sample. 

1 5 13 -HPODE was quantitated by comparing peak areas of individual samples with 
those from a standard curve generated using authentic 13-HODE. The test reaction 
was compared to a control reaction, which is identical to me test reaction except a 
test compound is not present. Percent inhibition was calculated as the amount of 
13-HODE produced in the test reaction divided by the amount of 13-HODE 

20 produced in the control reaction, expressed as a percent. 

Human 15-LO was generated in a recombinant 15-lipoxygenase 
bacculovirus expression system, using Gibco/BRL/Life Technologies' Bac-to-Bac 
expression reagents; T4 DNA ligase, Kanamycin, Gentamiein, tetracycline, 
penicillin, streptomycin, Bluo-gal, IPTG, DHlOBac competent cells, SOC, LB 

25 medium, Sf-900 II SFM media, Sf9 insect cells, Cell Fectin, and EcoRI, BamHI, 
and Kpnl restriction enzymes. 

Human lysate data for re presentative compounds: 
5-(3H-Imidazo[4,5-b]pyridin-2-yl)-2~methoxy-phenylamine (Chemical 
Example 1): 39% inhibition at 10 p.M; and 
30 Thiophene-2-sulfonic acid [5<3H~Imidazo[4 s 5-b]pyridm~2~yi)-2-methoxy- 

phenyl] -amide (Chemical Example 2): IC50 = 10 pM. 
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E. Uses 

The disclosed compounds of Formula! will be formulated by standard 
methods into pharmaceutical compositions that are useful as prophylactic or 
therapeutic treatments for diseases modulated by the 15-LO cascade. The 
5 compositions will be administered to mammals for treating and preventing 
inflammation and atherosclerosis. 

1. Dosages 

Those skilled in the art will be able to determine, according to known 
methods, the appropriate dosage for a patient, taking into account factors such as 
10 age, weight, general health, the type of pain requiring treatment, and the presence 
of other medications. In general, an effective amount will be between 0.1 and 
1000 mg/kg per day, preferably between 1 and 300 mg/kg body weight, and daily 
dosages will be between 10 and 5000 mg for an adult subject of normal weight. 

2, Formulations 

15 Dosage unit forms include tablets, capsules, pills, powders, granules, 

. aqueous and nonaqueous oral solutions and suspensions, and parenteral solutions 
packaged in containers adapted for subdivision into individual doses. Dosage unit 
forms can also be adapted for various methods of administration, including 
controlled release formulations, such as subcutaneous implants. Administration 

20 methods include oral, rectal, parenteral (intravenous, intramuscular, 

subcutaneous), intracistemal, intravaginal, intraperitoneal, intravesical, local 
(drops, powders, ointments, gels, or cream), and by inhalation (a buccal or nasal 
spray). 

Parenteral formulations include pharmaceutical^ acceptable aqueous or 
25 nonaqueous solutions, dispersion, suspensions, emulsions, and sterile powders for 
the preparation thereof. Examples of carriers include water, ethanol, polyols 
(propylene glycol, polyethylene glycol), vegetable oils, and injectable organic 
esters such as ethyl oleate. Fluidity can be maintained by the use of a coating such 
as lecithin, a surfactant, or maintaining appropriate particle size. Carriers for solid 
30 dosage farms include (a) fillers or extenders, (b) binders, (c) humectants, 
(d) disintegrating agents, (e) solution retarders, (f) absorption accelerators, 
(g) adsorbents, (h) lubricants, (i) buffering agents, and (j) propellants. 
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Compositions may also contain adjuvants such as preserving, wetting, 
emulsifying, and dispensing agents; antimicrobial agents such as parabens, 
cMorobutanoI, phenol, and sorbie acid; isotonic agents such as a sugar or sodium 
chloride; absorption-prolonging agents such as aluminum monostearate and 
5 gelatin; and absorption-enliancing agents. 

FORMULATION EXAMPLE 1 



Tablet Formulation: 

Ingredient Amount (mg) 

The compound of Chemical Example 1 25 

Lactose 50 

Cornstarch (for mix) 1 0 

Cornstarch (paste) 10 

Magnesium stearate (1%) 5 

Total 100 



The compound of Chemical Example 1, lactose, and cornstarch (for mix) 
are blended to uniformity. The cornstarch (for paste) is suspended in 200 rnL of 

10 water and heated with, stirring to form a paste. The paste is used to granulate the 
mixed powders. The wet granules are passed through a No. 8 hand screen and 
dried at 80°C. The dry granules are lubricated with the 1% magnesium stearate 
and pressed into a tablet. Such tablets can be administered to a human from one to 
four times a day for treatment of diseases responsive to tire inhibition of the 

15 enzyme 15-lipoxygenase. 

FORMULATION EXAMPLE 2 

Coated Tablets; 

The tablets of Formulation Example 1 are coaled in a customary manner 
with a coating of sucrose, potato starch, talc, tragacanth, and colorant. 
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FORMULATTON EXAMPLE 3 

Injection vials: 

The pH of a solution of 500 g of the comp ound of Chemical Exampl e 2 
and 5 g of disodium hydrogen phosphate is adjusted to pH 6.5 in 3 L of double- 
distilled water using 2 M hydrochloric acid. The solution is sterile filtered, and the 
filtrate is filled into injection vials, lyophilized tinder sterile conditions, and 
aseptically sealed, Each injection vial contains 25 mg of the compound of 
Chemical Example 2. 

FORMULATION EXAMPLE 4 

Suppositories: 

A mixture of 25 g of the compound of Chemical Example 1, 100 g of soya 
lecithin, and 1400 g of cocoa butter is fused, poured into molds, and allowed to 
cool. Each suppository contains 25 mg of the compound of Chemical Example L 

FORMULATION EXAMPLE 5 

Sojution: 

A solution is prepared from 1 g of the compound of Chemi cal Example 2, 
9.38 g of NaH 2 P0 4 42H20, 28.48 g of Na 2 HP04- 1 2H 2 0, and 0.1 g 

benzalkonium chloride in 940 mL of double-distilled water. Hie pH of the 
solution is adjusted to pH 6.8 using 2 M hydrochloric acid. The solution is diluted 
to L0 L with double-distilled water, and sterilized by irradiation. A 25 raL volume 
of the solution contains 25 mg of the compound of Chemical Example 2. 

FORMULATION EXAMPLE 6 

Ointment : 

500 mg of the compound of Chemical Example 1 is mixed with 99 .5 g of 
petroleum jelly under aseptic conditions. A 5 g portion of the ointment contains 
25 mg of the compound of Chemical Example 1. 
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FORMULATION EXAMPLE 7 

Capsules : 

Two kilograms of the compound of Chemical Example 2 are filled into 
hard gelatin capsules in a customary manner such mat each capsule contains 
25 mg of the invention compound. 

FORMULATION EXAMPLE 8 

Ampoules: 

A solution of 2.5 kg of the compound of Chemical Example 1 is dissolved in 60 L 
of double-distilled water. The solution is sterile filtered, and the filtrate is filled 
into ampoules. The ampoules are lyophilized under sterile conditions and 
aseptieally sealed. Each ampoule contains 25 mg of the compound of Chemical 
Example 1 . 

From the above disclosure and examples, and from the claims below, the 
essential features of the invention are readily apparent. The scope of the inventi on 
also encompasses various modifications and adaptations within the knowledge of 
a person of ordinary skill. Examples include a disclosed compound modified by 
addition or removal of a protecting group, or the formation of an ester, 
pharmaceutical salt, hydrate, acid, or amide of a disclosed compound. Publications 
cited herein are hereby incorporated by reference in their entirety. 

Having described the present invention above, various embodiments of the 
invention are hereby claimed as follows. 



WO 01/96336 



pcr/usoi/ism 



-56- 



CLAIMS 



What is claimed is: 



1. 



A compound of Formula I: 



9z 

n 




i 



04 



wherein: 



Ql, Q2> Q3> and Q4 are independently selected from CXandN, wherein 1 
or 2 of Q], Q 2 > Q3, and Q4 are N; or each of Q j, Q2, Oj, and Q4 
is CH2 and there is a C-C double bond between the carbon atoms 
bearing Qj and Yj and Q4 and Z. respectively, and 

X is independently selected from H, halo, hydroxy, CF3, Rj „ OR], 

CO2R1, N02»NH2, and SR1 , wherein Rj is H or C1-C4 alkyl; 



J is absent or a double-bond optionally between Y\ and Y2 when Yj and 
Y2 are independently CH or N or between Y2 and Z when Y2 Is 

CH or N and Z is CH; 

one of Yj and Y2 is CH, N, NH, S, or O; and the other one of Yj and Y2 
is C-W-Ar, wherein W is absent (in other words, a eovalent bond), 
O, S, NR 2 , SO, S02, CO, CHOH, CH 2 , NR 2 CH 2 , CH 2 NR 2 , 
NR 2 (CO), or (CO)NR2, wherein R 2 is H or CJ-C4 alkyl, 

Ar is a phenyl substituted at the 3- and 4-positions relative to W, with 
R3 and R4, respectively, wherein 

R3 is selected from H, NHR a , halo, C1-C4 haloaikyl, COOH, 

-COO(C}-C<5 alkyl), (phenyl)Ci-Cg alkoxy, hydroxy, 

Cj-C$ alkoxy, -NH(CO)(Ci-C6 alkyl), nitro, and 

Cj-Cg aminoalkyl, wherein R a is H, C1-C4 alkyl, 

C3~C§ cycloalkyl, phenyl, C2-C5 heteroaryl, benzyl, 

CH 2 -(C2-C5 heterocyclic radical), or -M-T, wherein M is sulfonyl, 
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S02NRb, CONRb, CSNR D > or CSRb, wherein Rfc is H| C4-C4 
alkyl, or C2-G6 heterocyclic radical, and T is C j-C|g alkyl, 
phenyl, or C3-C5 heterocyclic radical and 

R4 is C}-C2 alkoxy, C\-C2 thioalkoxy, hydroxy, halo, or C]-C4 alkyl; 

Z is NR5, S, O, C, or CH, wherein R 5 is H, [phenyl(Ci-C4 alkyl) 

oxycarbonyl, (C1-C4 alkyl) oxycarbonyl, (CyCg cycloalkyl) 
oxycarbonyl, (C3-Cg cycloalky 1)~(C 1-C4 alkyl)oxycarbonyl, or 
(C5-C10 aryl)oxycarbonyl; 

wherein each hydrocarbyl or heterocyclic radical above is optionally 
substituted with between 1 and 3 substituents independently 
selected from halo, CJ-C4 alkyl, cycloalkyl, CJ-C4 alkenyl 
C1-C4 alkynyl, phenyl, faydroxyl, amino, (amino)sulfonyl, 
N-acetyl, O-acetyL (4-C4 thioalkyl, Cj -C4 alkoxy, CGGRg, 
wherein R$ is H or Cj -C$ alkyl, SO3NX SO3H, SO2MH2, cyano, 
CH2NH2. acetyl, di(Ci-C4 alkyl)aramo, and nitro, wherein each 

substituent alkyl, cycloalkyl alkenyl, alkynyl, or phenyl is in turn 
optionally substituted with between 1 and 3 substituents 
independently selected from halo, C J-C2 alkyl, hydroxyl, amino, 

and nitro; and 

a pharmaceutically acceptable salts thereof; and C|~Cg alkyl esters 
thereof, 

A compound of Claim 1, and pharmaceutically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein Q4 is N. 

A compound according to Claim 1 of Formula 0 




II 
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and pharmaceutical^ acceptable salts thereof, and C|-Cg alkyl esters 
thereof, wherein: 

X is independently selected from H, halo, hydroxy, CF3, Rj, OR], 

C0 2 Ri,N0 2 > NH 2j and SR\, wherein Rj is H or C1-C4 alkyl; 

R3 is selected from H, NI:IR a , halo, C1-C4 haloalkyl, COOH, 
-COO(Cj-Cg alkyl), (phenyl)Ci-Cg alkoxy, hydroxy, 

alkoxy, -NH(CO)(Ci-C6 alkyl), mho, and 
C j-Cg aminoalkyl, wherein R a is H, C]-C4 alkyl, 
Cj-Cg cycloalkyl, phenyl, C 2 ~Cg heteroaryl, benzyl, 
CH 2 -(C 2 -Cg heterocyclic radical), or -M-T, wherein M is sulfonyl, 
S0 2 NRb> CONRb, CSNRb, or CSRfc, wherein Rjj is H, 
Cj-C4 alkyl, or C 2 -C6 heterocyclic radical, and T is Cj-Cjg alkyl, 
phenyl, or CyC$ heterocyclic radical; and 

R4 is Cj-C 2 alkoxy, Ci-C 2 thioalkoxy, hydroxy, halo, or CJ-C4 alkyl; 
and 

R5 is H, [phenyl(C|-C4 alkyl)oxycarbonyl, (C1-C4 alkyt)oxycarbonyl, 
(C-3-Cg cycloaikyl)oxycarbonyl, (C3-Cg cycloalkyl)- 
(C1-C4 alkyOoxycarbonyl, or (Cfi-CiO aryl)oxyearbonyk 

4. A compound of Claim .1 , and pharmaceutical!)' acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein Q3 is K. 

5. A compound according to Claim 1 of Formula III 




and pharmaceutically acceptable salts thereof and C]-Cg alky! esters 
thereof, wherein: 
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X is independently selected from H, halo, hydroxy, CF3, Rj, ORj, 

CO2R1, N °2> NH?., and SR| , wherein Ri is H or C1-C4 alkyl; 

R3 is selected from H, NHR a , halo, C1-C4 haloalkyl, COOH, 
-CGOfCi-Cg alkyl), (phenytyCj-Cg alkoxy, hydroxy, 
Cj-Cg alkoxy, -NH(CO)(Ci-Cg alkyl), nitro, and 
C1-C3, armnoalkyi wherein R a is H, C1--C4 alkyl, 
C3-C8 cycloalkyl, phenyl, C2~Cg heteroaiyi, benzyl, 
CH2-(C2-C5 heterocyclic radical), or -M-T, wherein M is salfonyi, 
SO^NRb, CONRjj, CSNRb, or CSRb, wherein Rfc is H, 
C3-C4 alkyl, or C2-C-6 heterocyclic radical, and Tis C|-Cig alkyl, 
phenyl, or C3-C5 heterocyclic radical; and 

R4 is C] -C2 alkoxy, C\ -C2 thioalkoxy, hydroxy, halo, or C1-C4 alkyl; 
and 

R5 is H, [phenyl(Cj-C4 alky^oxycarbonyl, (C1-C4 alkyl)oxycarbonyl, 
(C3-C8 cycloalkyl)oxycarbonyl> (C3-C8 cycloalkyl)- 
(C1-C4 alkyl)oxycarbonyL or (C6~Cjq aryl)oxyearbonyL 

6. A compound of Claim 1 , and pharmaceutical!)' acceptable salts thereof, 
and C } -Cg alkyl esters thereof, wherein Q2 is N. 

7, A compound according to Claim 1 of Formula IV 

/ R 3 



and pharmaceutically acceptable salts thereof, and Cj-Cg alkyl esters 

thereof, wherein: 
X is independently selected from H, halo, hydroxy, CF3, R| , OR}, 

CO2R1 , NO2, K% and SRj , wherein K\ is H or C1-C4 alkyl; 




X 
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R3 is selected from H, NOR a , halo, Cj-C 4 haloalkyl, COGH, 
-COO(C]-Cg alkyl), (phenyl^-Cg alkoxy, hydroxy, 
C1-C5 alkoxy, -NH(COXCi-C$ alkyl), nitre, and 
Cj-Cg arainoaikyl, wherein R a is H, C4-C4 alky!, 
C3«Cg cycioalkyl, phenyl, C2~Cg heteroaryh benzyl, 
CH2~{C2-Cg heterocyclic radical), or -M-T, wherein M is sulfonyl, 
S02NR b , CONRfe, CSNR b , or CSR b , wherein R b is H, 
C1-C4 aikyl, or C2-C5 heterocyclic radical, and T is Cj-Cjg alky!, 
phenyl, or C3-C5 heterocyclic radical; and 

R4 is CJ-C2 alkoxy, C1-C2 thioalkoxy, hydroxy, halo, or C1-C4 aikyl; 
and 

R5 isH, [phenyl(Cj-C4 alkyl)oxycarbonyl, (CJ-C4 alkyl)oxyearbonyl, 
(C3-C8 cydoalkyi)oxycarbonyL (C3-Cg cycioalkyl)- 
(C1-C4 aikyl)oxycarbonyl, or (Cg-CjQ aryl)oxycarbonyl 

8, A compound of Claim 1 , and pharmaceutical^ acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein Qj is N. 




V 



and pharmaceutical^ acceptable salts thereof, and C j-Cg alkyl esters 
thereof, wherein: 

. X is independently selected from H, halo, hydroxy, CF3, R\, OR\, 

CG 2 Ri , N0 2 , NH 2 , and SRi, wherein Rj is H or Ci~C 4 alkyl; 
R3 is selected from H, NHR a , halo, C1-C4 haloalkyl, COOH, 
-COO(C]-C6 alkyl), (phenyl)C|-C D alkoxy, hydroxy, 
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Ci-C-6 alkoxy, -NH(CO)(Cj-C6 alkyl), nitro, and 
C j-Cg aminoalkyl, wherein R a is It, C1-C4 alkyl, 
C3-Cg cyeloalkyl, phenyl, C2~Cg heteroaryl, benzyl, 
CH2-(C2-Cg heterocyclic radical), or -M-T, wherein M is snlfonyl, 
SC^NRfc CONRb> CSNRfc, or CSRfc, wherein Rfc is H> 
C J-C4 alkyl, or Co-Cg heterocyclic radical, and T is Cj-C| g alkyl, 
phenyl, or C3-C6 heterocyclic radical; and 
R4 is Cj~C2 alkoxy, C1-C2 thioalkoxy, hydroxy, halo, or C1-C4 alkyl; 
and 

R5 is H, [phenyl(C]-C4 alkyl)oxycarbonyl, (C J-C4 alkyl)oxycarbonyl, 
(C3-C8 cycloalkyl)oxycarbonyl, (C^-Cg cycloaJkyl)- 
(C1-C4 alkyl)oxycarbonyl, or (Cg-CjQ aryl)oxycarbonyl. 

10. A compound of Claim 1, and pharmacentically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein Q\ and Q4 are N. 

11. A compound acc ording to Claim 1 of Form ula VI 



and pharmacentically acceptable salts thereof, and C|~Cg alkyl esters 

thereof, wherein: 
X is independently selected from H, halo, hydroxy, CF3, R|, OR}, 

CO2R2, NH2, and SRj, wherein Ri is H or CJ-C4 alkyl; 

R3 is selected from H, NHR a , halo, C2-C4 haloalkyl, COOH, 

-COO(C|-Cg alkyl), (phenyl)Cj-Cg alkoxy, hydroxy, 

Cj-Cg alkoxy, -NH(CO)(Ci~C5 alkyl), nitro, and 

C j-Cg aminoalkyl, wherein R a is H, C1--C4 alkyl, 




VI 
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C3~Cg cycloalkyL phenyl, C^-Cg heteroaryl, benzyl, 
CH2-(C2-Cg heterocyclic radical), or >M-T 5 wherein M is sulfonyl, 
SC^NR^, CONRij, CSNRjjj or CSRf,, wherein Rf, is H, 
CJ-C4 alkyl, or C-2~Cg heterocyclic radical, and T is Cj-Cjg alkyl, 
phenyl, or C3~Cg heterocyclic radical; and 
R4 is C|-C2 alkoxy, Ci-C2 ihioalkoxy, hydroxy, halo, orCj-C^ alkyl; 

R5 is H, [phenyl(Ci-C4 alkyl)oxycarbonyl, (C1-C4 alky^oxycarbonyl, 
(C3"Cg cyeloalkyl)oxycarbonyl, (C3~Cg cycloalkyi)- 
(C J-C4 alkyl)oxycarbonyL or (Cg-C \q aryl)oxycarbonyl. 

A compound of Claim 1, and pharmaceutically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein Q2 and Q4 are N. 

A compound according to Claim 1 of Formula VII 




VII 



% 

and pharmaceutically acceptable salts thereof, and C|~Cg alkyl esters 

thereof wherein: 
X is independently selected from H, halo, hydroxy , CF3. Rj, GRj f 

C0 2 Ri, NO2, NH 2 , and SRj, wherein Rj is H or C1-C4 alkyl; 

R3 is selected from H, NHRg, halo, C4-C4 haloalkyl, GOGH, 

-COO(C|-C5 alkyl), (phenyl)C|-Cg alkoxy, hydroxy, 

Cj-Cg alkoxy, -NH(CO)(Cj-C§ alkyl), nitro, and 

C)-Cg aminoalkyl wherein R a is H } C3-C4 alkyl, 

C3~Cg cycioalkyl, phenyl, C2-C5 heteroaryl, benzyl, 

CH 2 -(C2-C6 heterocyclic radical), or -M-T, wherein M is sulfonyl, 
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S0 2 NR b , CONRfe, CSNR b > or CSR b , wherein R b is R 
C] -C4 alkyl, or C2-C5 heterocyclic radical, and T is Cj-Cjg alkyl, 
phenyl, or C3-C5 heterocyclic radical; and 
R4 is Cj~C2 alkoxy, C1-C2 thioalkoxy, hydroxy, halo, or C J-C4 alkyl; 

R5 is H, [phenyl(C|-C4 alkyl)oxycarbonyl, (C1-C4 dky^oxycarhonyl, 
(C3~Cg cycloaikyl)oxycarbonyl, (C3-C8 cycloalkyl)- 
(C1-C4 alkyl)oxycarbonyl, or (Cg-Cio aryl)oxycarbonyl 

14. A compound of Claim 1 , and pharmaceutically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein each of Qj, Q2, Q3, and Q4 is 

CH 2 . 

15. A compound according to Claim 1 of Formula VBI 



vm 



pharmaceutically acceptable salts thereof, and Cj-Cg alkyl esters thereof, 
wherein: 

R3 is selected from H, NBR a . halo, C1-C4 haloalkyl, COOH, 
-COO(C]-C6 alkyl), (phenyfjCi-Cg alkoxy, hydroxy, 
Ci -C$ alkoxy, -NH(CO)(Ci-Cg alkyl), nitro, and 
C 3 -Cg aminoalkyl, wherein R a is H, € \ -C4 alkyl, 
C3-C8 cycloalkyl, phenyl, C2-C5 heteroaryl, benzyl, 
CH2-(C 2 -C5 heterocyclic radical), or -M-T, wherein M is sulfonyl, 
S0 2 NR b , CONRb, CSNR D , or CSR b , wherein R b is H. 
C1-C4 alkyl, or C 2 ~Cg heterocyclic radical, and T is Cf-Cjg alkyl, 
phenyl, or C3-C5 heterocyclic radical; and 
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R4 is C1-C2 alkoxy, Cj~C2thioalkoxy, hydroxy, halo, or CJ-C4 alkyl; 
and 

R5 is H, [phenyl(C J-C4 dkyl)oxycarbonyl, (C1-C4 alkyI}oxycarbonyl, 
(Cg-Cg cycloaiky^oxycarbonyl, (Cj-Cg cycloalkyl)- 
(C1-C4 alkyl)oxycarbonyl, or (Cg-CjQ aryl)oxycarbonyl. 

1 6. A compound of Claim 1 , and pharmaceutically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein Q3 and Q4 are N. 

17. A compound of Claim 1, and pharmaceutical^ acceptable salts thereof, 
and Ct~Cg alkyl esters thereof, wherein Q\ and Q2 areN. 

18. A compound of Claim 1 , and pharmaceutically acceptable salts thereof, 
and Ci ~Cg alkyl esters thereof, wherein Q2 and Q3 are N. 

19. A compound of Claim 1 » and pharmaceutically acceptable salts thereof, 
and Cj -Cg alkyl esters thereof, wherein Q\ and Q3 are N. 

20. A compound according to Claim 1 of Formula IX 



and pharmaceutically acceptable salts thereof, and Cj-Cg alkyl esters 
thereof, wherein: 

Qj, Q2, Qs, and Q4 are independently selected from CX and N, wherein 
I or 2 of Qj, Q2, Q3, and Q4 areN; or each of Qj, Q2, Q3, and Q4 
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is CH2 and there is a C~C double bond between the carbon atoms 
bearing Qj and N, aid Q4 and N, respectively, wherein, 

X is independently selected from H, halo, hydroxy, CF3, R\, OK\, 

C02Rl> NO2, NH2> a»d SRj } wnerein Rj is H or C1-C4 alkyl; 

R3 is selected from H, NHR&, halo, C1-C4 haloalkyl, COOH, 
-CGO{C j-Cg alkyl), (phenyl)Ci-Cg alkoxy, hydroxy, 
Cj-Cg alkoxy, -NH(CO)(Cj-C6 alkyl), nitro, and 
Cj-Cg aminoalkyl, wherein R a is H ; Cj~C4 alkyl, 
C3-Cg cycloalkyl, phenyl, C2-Cg heteroaryl, benzyl, 
CH2-(C2-C-5 heterocyclic radical), or -M-T, wherein M is sulfonyl, 
SO2NR5, CONRfr, CSNR D , or CSR& wherein Rfc is H, 
C1-C4 alkyl, or C2-C6 heterocyclic radical, and T is Cj-Cj g alkyl, 
phenyl, or CyCft heterocyclic radical; and 

R4 is Ci~C2 alkoxy, C|~C2 thioalkoxy, hydroxy, halo, or C1-C4 alkyl; 
and 

R5 isH, [phenyl (C 1 -C4 alkyl)oxycarbonyl, (CJ-C4 alkyl)oxycarbonyl, 
(C3-C8 cycloalkyl)oxycarbonyl, (C3~Cg cycloalkyl)- 
(C 3-C4 alkyl)oxycarbonyl, or (Cg-Cjo aryl)oxycarbonyl. 



21. A compound of Formula (A): 



V NHR„ 




and pharmaceutically acceptable salts thereof, and C] ~C§ alkyl esters 
thereof, wherein: 
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Qh Q2' Q3» an d Q4 3X6 independently selected from CX and N, wherein 
1 or 2 of Q], Q2, Q3, and Q4 are N, or each of Qj, Q2 ? Qg, and Q4 
is CH2 and there is a C-C double bond between the carbon atoms 
bearing Q\ and N, and Q4 andN, respectively, wherein, 
5 X is independently selected 60m H, halo, hydroxy, CF3, R] , OR j , 

COoR] , NO2, NH2 S and SR1 , wherein Rj is H or C1-C4 alkyl; 

R a is H, C1-C4 alkyl, C3-C8 cycloalkyl, phenyl, C2-C5 heteroaryl, benzyl, 
CH2-(C2-Cg heterocyclic radical), C(0)MH2, or -M-T, wherein M 
is sulfonyl, S02NRb* CONRfc, CSNRjj, or CSR& wherein R^ is H, 
10 C j -C4 alkyl, or C2-C5 heterocyclic radical, and T is C ■ j -C j g alkyl, 

phenyl, or C2~Cg heterocyclic radical; 

R4 is C1-C2 alkoxy, C\-C2 thioalkoxy, hydroxy, halo, or C4-C4 alkyl; 

R5 is H, (phenyl)(Ci~C4 alkyl)oxycarbonyl, (Cj-C4 alkyl)oxyearhonyl, 
(C3»Cg cycloalkyl)oxyearbonyl, (C3~Cg cycloalkyl), 
15 (C 1 ~C4 alkyl)oxyearbonyI, or (C5-C j 0 aryl)oxycarbonyl; 

wherein each hydrocarbyl or heterocyclic radical above is optionally 
substituted with between 1 and 3 substituents independently 
selected from halo, C1-C4 alkyl, Cj-C^ cycloalkyl, C1-C4 alkenyl, 

CJ-C4 alkynyl, phenyl, hydroxy!, amino, (amino)sulfonyL 
20 N-acetyl, O-acetyl, C j -C4 thioalkyl, C ] -C4 alkoxy, COORg, 

wherein R<5 is H or Ct~Qj alkyl, SOjNa, SC^H, SG2NH2, cyano, 
CH2NH2' ace *>'l di(C|-C4 alkyl)amino } and nitro, wherein each 
substituent alkyl, cycloalkyl, alkenyl, alkynyl, or phenyl is in torn 
optionally substituted with between 1 and 3 substituents 
25 independently selected from halo, C j -C2 alkyl, hydroxy!, amino, 

and nitro. 

22. A compound of Claim 1 , and pharrnaceutically acceptable salts thereof, 
and C|-Cg alkyl esters thereof, wherein R a or R5 is a heterocyclic radical 
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selected from 3-pyridyl, 3-picolinyl, 2-tbienyl, 3-thienyl, dansyl, 
8-quinoyl, and imidazolyl. 

23 . A compound of Claim 1, and pharmaceutically acceptable salts thereof, 
and C|-Cg alkyl esters thereof* wherein R a or Rfo is one of said phenyl 

5 benzyl, alkyl, heterocyclic radical, or cycloalkyl groups substituted with at 

least, one substituent selected from halo, hydroxy!, amino, (ammo)sttf fonyl, 
N-acetyl, O-acetyl, C1-C4 thioalkyl, C1-C4 alkoxy, COORg, SOsNa, 

SO3H, SO2NH2, cyano, CH2NH2, acetyl, di(Cj-C4 alkyl)amino, 
trifluoromethyl, and nitro and wherein W is a covalent bond. 

10 24. A compound of Claim 23 , and pharmaceutically acceptable salts thereof; 

and C j-Cg alkyl esters thereof, wherein said substituent is CG2R6, 

N-acetyl, di(Ci-C4 alkyl)amino, hydroxy, halo, or trifluoromethyl, 

25. A compound of Claim 1 , and pharmaceutically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein R a is a phenyl or benzyl having a 

1 5 substituent in the 3- or 4-positkm, substituents in the 3- and 5-positions, or 

substituents in the 3- and 4-positions. 

26. A compound of Claim 1 , and pharmaceutically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein R a is CJ-C4 alkylsulfonyl or 

Cio-Cj4 alkylsulfonyl. 

20 27. A compound of Claim 1 , and pharmaceutically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein R4 is methoxy, hydroxy, or 

thiomethoxy. 



28. 



A compound of Claim 1, and pharmaceutically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, wherein R4 is mefhoxy. 
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29. A compound of Claim 1, and pharmaceutical!} 1 acceptable salts thereof, 
and Gj-Cg alkyl esters thereof, wherein R5 Is H. 

30, A compound of Claim 1 > and pharmaceutically acceptable salts thereof, 
and Cj~Cg alkyl esters thereof, selected from the group consisting of: 

5 l-(3,5-Dichloro-phenyl)-3-};5-(3H-innda2o[4 r 54i]pyridm-2>yl)- 
2-metlioxy-phenyl]-thiourea; 

[5"(3H-lmidazo[4 ? 5-b]pyridm-2-yl)-2-memoxy-phenyl3~urea; 

5 -(3H-lmidazo [4,5-c]pyridin-2-yl)-2-methoxy-phenylamine; 

5-(3H-Imidazo[4 > 5-b)p>Tidm-2-yl)-2~methoxy~phenylamine 
10 1 -(3 ? 5-Dichloro-phenyl)-3-[5-(3H-imidazo[4,5-c]pyridin-2-yl)- 

2-methoxy~phenyl]-thiourea; 

[5-(3fI~lmidazo[4,5-c3p}'ridin-2-yl)-2-methoxy-phenyl]-i5rea; 

TMophene-2-sdfonic acid [5-(3H-imidazo[4,5-b]pyridm-2-yi)- 
2-methoxy-phenyl]-amide; 
1 5 Thiophene-2-sulfonic acid [5-(3H-tmidazo[4 > 5-c]pyndin-2-yl)- 

2-methoxy-phenyl]-amide: 

2-Methoxy-5-(9H-piirin~8-yl)~phenylamme; 

l-(3 s 5-Dichloro-phenyl)-3-[2-methoxy-5-(9H-purin-8-yl)-phenyl]» 
thiourea; 

20 [2-Methoxy-5-(9H-purin-8-yl)-phenylj-iurea; 

Thiophene-2-sulfonic acid [2-methoxy-5-(9H-puriii-8-yl)-phenyl3- 

amide; 

5-(7H-Imidazo[4 5 5-c)pyridazin-6-yl)-2-methoxy-phenylainine; 
l~(3 > 5~Dichl.oro-phenyl)-3~[5~(7H-imidaEof4 J 5-c]pyrida7Jii-6-yl)- 
25 2-methoxy-phenyl]-tMourea; 

[5-(7H-nnidazo[4 ? 5<;]p>Tidazin-6-yi)-2-memoxy-phenyl]-m'ea; 
Thiophene~2-sulfonic acid [5-(7H-imidazo[4 s 5-c]pyridazin-6-yl)- 
2-methoxy-phenyl3-amide; 

5-(lH-Imidazo[4 5 5~d]pyiidazin-2-yl)-2-metboxy-phenylanim 
30 l-(3 ? 5-DicMoro-phenyl)-3-i5-(n3-^ 
2-methoxy-phenylj -thiourea; 
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[5-(lH-Irnidazo[4,5-d]p>^ 

lMopheae-2-sttlfomc acid [5-(lH-Hnidazo[4 I 5-<d]pyrida2in-2-yl)> 
2-memoxy~phenyI3-ainide; 

5-( 1 H~Imida^[4 s $-b]pyra23n-2~yl)~2-metiioxy-phenyIamiiie; 
5 l~(3 > 5~Dichloro-phenyl)-345-(lB'4iBidazo[4,5-b3pyra5dn-2-yi)~ 
2-raethGxy-phenyl]~tMourea; 

[5~(lH~Imidazo[4^~b]pyraz^^ and 

Th.iophene-2-su!fonic acid [5-(lH-imidazo[4,5-b]pyrazin-2-yI)~ 

2- memoxy~phenyl]-amide. 

10 31. A compound of Claim 1, and pharmaceutical^ acceptable salts thereof, 
and C|~Cg alkyl esters thereof, selected from the group consisting of: 

lTuophene-2-suIfonic acid [2-methoxy-5-(lH- 
pyrrolo[2,3-b]pyridin»2.yl)-phenyl3-amide; 

[2~Methoxy-5-(lFl-pyrrolo[2,3-b]pyridm-2-yl)-phenyl3-pyridin- 
15 3-ylmethyl-amme; 

[2-Medioxy-5-(lH-pym^o[2,3-b3pyridin-2-yl)>phenyl3- 
(3-trifmoroinethy]-phenyl)-amine; 

3 - { [2-Methoxy-5-(l H-pyrrolo[2,3-b3pyridin-2-y i)-phenyiamino]~ 
methyl}-phenol; 

20 1 -(3,5-Dichloro-phenyl)-3-[2-methoxy~5-(l H- 

pyrrolo[2 J 3-b3pyridin-2-yl)-phenyl3-tliiouxea; 

l-(3 ? 5~Dichloro-phenyl)-3-[2-methoxy-5-(l H- 
pyrrolo[2,3-c]pyridin-2-yl)-phenyl]'tliiourea; 

TMophene-2-sulfonic acid [2-methoxy-5-(lH~ 
25 pyrrolo[2,3 ~c]pyridin-2-yl)-pbenyi]-amide; 

[2-Methoxy-5-(lH-pyrrolo[2,3<]pyridm-2-yI)-phenyl3-p>Tidin- 

3- yimethyi-amine; 

[2-Methoxy-5-(lH-pyrrolo[2,3-c3pyridin-2-yl)-pheiiyl]- 
(3-triflaoromethyl-phenyl)-amine; 
30 3-{ (2-Me1hoxy-5-(l H-pyirolo[23^3pyridin-2-yl)-phenylaminoj- 

methyl} -phenol; 
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1 -(3,5-Dkhloro-phenyl)-3-[2-methoxy-5-(lH- 
pyrroIo[3;2»c]pyridin-2-yl)-plieayl]-thiourea; 

Thiophene-2-sulfoiiic acid [2~methoxy-5-(lH- 
pyrrolop^-cjpjTridin^-y^-phenylJ-aiiude; 

[2-Methoxy~5-(lH-pyrroIoP^^ 
3-ylmethyl-amine; 

[2-Methoxy-5-(lH-pyrrolo[3 s 2-c3pyridiii-2-yl)-phenyl]- 
(3-triiluoromethyl-phejiyl)-amme; 

3~ { [2-Meihoxy->5-( 1 H-pyrrolo[3,2-c]pyndin-2-yS)-phenyiaiiiiiio3- 
methyl}~phenoi; 

I -(3 ,5-Dichloro~phenyl)-3-[2~methoxy~5-( 1 H- 
pyrrolo [3 : ,2-b3pyridin-2-yl)-pheayl]-thiourea; 

Thiophene-2-sulfomc acid [2-methoxy-5-(lH- 
pyrrolo[3,2-bjp>Tidk-2-yl)-phenyl3-amide; 

[2~Methoxy-5-(lH-pyrrolo[3,2-b]p>Tidm-2-yl)-phenyl]-pyridm- 
3-ylmethyl-araine; 

[2~Metboxy-5-(lH-pyjTolo[3 ;> 2-bjpyridin-2-yi)-phenyl3- 
(3-trifluoroniethyl-pheny])-ainine; and 

3- { [2-Methoxy-5-( 1 H-pyrrolo[3 ,2-b]pyrMm-2-yI)-phenyianiiiio]~ 
methyl} -phenol. 

A compound of Claim I, and phattnaceuiically acceptable salts thereof, 
and Cj-Cg alkyl esters thereof, selected from the group consisting of: 

l-(3,5-Dichloro-phenyl)-3-[2~methoxy-5-(5H~ 
p}Trrolo[2 s 3-b]p>Ta?jn-6-yl)-phettyl]-tbioijrea; 

Thiophene-2-sulfonic acid [2-methoxy-5-(5H- 
pyrrolo[2,3-b]p>Tazin-6-yl)-phenyl]-amide; 

[2-Methoxy-5-(5H-pyrrolo[23-b]pyrazin-6-yl>phenyl]-p>Tidin- 
3-ylmethyl-amine; 

[2-Methoxy-5~(5H-pym)loE23-b3pyrazm-6-yl)'-phenyl]- 
(34riQuoromethyl-phenyl)-amine; 

3- { [2-Methoxy-5<5H-pyn»lo(2 } 3-b]pyimm-6~yI)-phenylamino3- 
methyl} -phenol; 
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l-(3,5-Dichloro-phenyl)-3-[2-methoxy-5-(7H- 
pyrrolo[23-c]pyrida2;in-6-yi)-phenyl3-tiiiourea; 

TMophene-2-siilfomc acid [2-methoxy-5-(7H- 
pyrrolo[2,3-c3pyridazin-6-yl)-phenyi3-amide; 
5 [2-MediQxy-5-(7H-p;^o!o[2^^ 
3-ylmethyI-amine; 

[2-Methoxy~5-(7H-pym>lo[23^ 
(3-trifIuoromethyl-phenyl)-amine; 

3-{[2-Me&oxy-5-(7H-pyrrolo[2 ? 3H% 
10 methyl} -phenol; 

l~(3,5-Dichlorc>-phettyl)~3-[2-methoxy-5-(5H- 
pyrrolo [3 > 2-c3pj f iidazin-6-yl)-pherjy!]-tliiourea; 

Thiophene-2-sulfonic acid [2-methoxy-5-(5H- 
pyrrolo[3,2-c3pyrida3:in-(>-yl)-pheiiyl]-amide; 
15 [2-Methoxy~5~(5H~pyiTolo[3 s 2~e]pyiMazm^ 
3-ykiethyl-amine; 

[2-Methoxy-5-(5H-pyrrolo[3 J 2-c]pyridazin-6-yl)-phenyI3- 
(S-tiifluoromethyl-pheny^-amine; 

3-{[2-Melhoxy-5-(5H-pyirolo[3,2-c3pyridazin-6-yl)-phenylaniino]- 
20 methyl} -phenol; 

l-(3,5-Diehloro-plxenyl)-3-[2-methoxy-5-(lH- 
pyrrolo [2,3-d}p>Tidazin-2-yi)-pheuylj-thiourea; 

Thiophene-2-sulfonic acid [2-meHtoxy-5-(lH- 
pyrrolo[2 > 3"djpyridazin-2~yl)-phenyl]-amide; 
25 [2-Methoxy-5-{lH-pyi3x>lo[23-dh^ 
3-ylmethyl-amine; 

p-Methoxy-5<lH-p>^olo[2,3-d]pyridaffln-2-yl)-phe 
(3-tritluorometliyl-phenyl)-amine; 

3 - { [2»Methoxy-5-(lH«pyrrolo[2^-d]p^ 
30 methyl} -phenol; 

^(S^-Dichloro-phe^yiyS-P-methoxy-S-CTH- 
pyrroloi23-d]p3 ? rimidin-6-yi)-phenyl3~thiowea; 
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niiophefie-2-suifonic acid [2-methoxy-5-(7H- 
pyrrolo[23-d]p3^imidin-6-yI)~phenyl3~araide; 

[2~Metfaoxy~5~(7H-pyrrol0[2,3<i]py 
3-ylraethyl-amrae; 
5 [2-Methoxy-5-(7H-pym>!op,3K^ 
(3-trifluorornethyl-phcnyl)-amine; 

3- { [2-Methoxy-5-(7H-pyrrolo[2,3-d]pyrirnidin-6-yl)- 
phenylammoj-methyl } -phenol; 

1 -(3 ,5-Dichloro-phenyl)-3-f2-methoxy-5-(5H- 
1 0 pyrrolo[3 ,2-d]pyrimidm~6-y l)-phenyl j-thiourea; 

Thiophene-2-svdfonic acid [2-rnethoxy~5-(5H- 
pyn - olo[3,2-d]pyrimidm-6~yl)~phenyl]-arnide; 

[2-Methoxy~5-(5H-pyiToIo[3 ? 2-d3pyrimidin-6-yI)~phenyl3-pyridin- 
3 -ylmethyl-amine; 

1 5 [2-Methoxy-5-(5H-pyrmIo[3,2-djp>Timidin-6-yl)-phenyl]- 
(3-tri&3oromethyl-phenyl)-amme; and 

3 - { p-Metboxy-S^SH-pyrrolop^-dJpyrimidin-S-yl)- 
phenylaminoj-methyl } -phenol. 

33. A compound of Claim 1 , and phamiaceuticaliy acceptable salts thereof, 
20 and Cj-Cg alky] esters thereof, selected from the group consisting of: 

l-(3,5-r>ichloro*phenyl>3-[2-methoxy-5-{4 f 5 5 6 5 7-tetraliydro-lH- 
indol-2-yl)-phenyl]~thiourea; 

Hnophene-2-sulfonie acid [2~methoxy~5~(4 i 5j6 > 7-tetrahydro~lH~ 
indol-2-yl)-phenyl3-ainide; 
25 [2-Methoxy~5-(4,5,6J-tetrahydro-lH-indol-2-yl)-phenyl]-pyridin- 
3-ylmethyl-amine; 

[2-Meihoxy-5-(4 ; 5 5 6J-tetrahydro-lH-indol-2-yl)-phenylj- 
(3-trifluoromemyl-phenyl>amine; and 

3 - { ^-Methoxy-S^S^^-tetrahydro- 1 H-indoI-2-yl)- 
30 phenylaminoj -methyl} -phenol. 
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34. A method for inhibiting 15~Mpoxygenase ? said method comprising 
administering to a patient in need of 15~Hpoxygenase inhibition a 
pharniaeeutically-effective amount of a compound of Claim 1, or a 
pharmacentically acceptable salt thereof, oraCj-Cg alkyl ester thereof. 



5 35. A method for treating or preventing atherosclerosis, said method 

comprising administering to a patient at risk or in need of such treatment a 
therapeutieally-effeeiive amount of a compound of Claim 1, or a 
pharmacentically acceptable salt thereof, or a Cj-Cg alkyl ester thereof. 

36. A method for inhibiting the chemotaxis of monocytes, said method 

10 comprising administering to a patient in need of inhibition of monocytic 

migration a therapeutically-effective amount of a compound of Claim 1, or 
a pharmacentically acceptable salt thereof or a Cj-Cg alkyl ester thereof. 

37. A method for treating or preventing inflammation, said method comprising 
administering to patient at risk or in need of such treatment a 

15 therapeutically-effective amount of a compound of Claim 1, or a 

pharmaceutical!}' acceptable salt thereof, or a Cj-Cg alkyl ester thereof 

38. A method for treating or preventing stroke, said method comprising 
administering to a patient at risk or in need of such treatment a 
therapeutically-effective amount of a compound of Claim 1, or a 

20 pharmacentically acceptable salt thereof, or a C \ -Cg alkyl ester thereof. 



39. A method for treating or preventing coronary artery disease, said method 
comprising administering to a patient at risk or in need of such treatment a 
therapeutically-effective amount of a compound of Claim 1, or a 
pharmaceutically acceptable salt thereof, or a C j -Cg alkyl ester thereof. 



25 40. 



A method for treating or preventing asthma, said method comprising 
administering to patient at risk or in need of such treatment a 
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therapeutically-effective amount of a compound of Claim 1, or a 
pharmaceutically acceptable salt thereof, or a C j-Cg alkyl ester thereof. 

4 L A method for treating or preventing arthritis, said method comprising 
administering to patient at risk or in need of such treatment a 
5 therapeutically-effective amount of a compound of Claim 1 , or a 

pharmaceutically acceptable salt thereof, or a Cj-Cg alkyl ester thereof. 

42. A method for treating or preventing colorectal cancer, said method 
comprising administering to a patient at risk or in need of such treatment a 
therapeutically-effective amount of a compound of Claim 1, or a 

1 0 pharmaceutically acceptable salt thereof, or a Cj-Cg alkyl ester thereof. 

43. A method for treating or p-eventing psoriasis, said method comprising 
administering to a patient at risk or in need of such treatment a 
therapeutically-effective amount of a compound of Claim 1, or a 
pharmaceutically acceptable salt thereof, or a Cj-Cg alkyl ester thereof. 



15 44. A pharmaceutical composition comprising a therapeutically effective 
amount of a compound according to Claim 1, or a pharmaceutical!}' 
acceptable salt thereof, or a C j-Cg alkyl ester thereof, together with a 

pharmaceutically acceptable carrier, excipient, or diluent. 



